AUTHENTICATED 
US. GOVERNMENT 
INFORMATION ^ 


REAUTHORIZATION OF MDUFA: WHAT IT MEANS 
FOR JOBS, INNOVATION, AND PATIENTS 


HEARING 

BEFORE THE 

SUBCOMMITTEE ON HEALTH 

OF THE 

COMMITTEE ON ENERGY AND 
COMMERCE 

HOUSE OF REPRESENTATDH]S 

ONE HUNDRED TWELETH CONGRESS 

SECOND SESSION 

FEBRUARY 15, 2012 

Serial No. 112-116 



Printed for the use of the Committee on Energy and Commerce 
energycommerce.house.gov 


U.S. GOVERNMENT PRINTING OFFICE 
76-255 PDF WASHINGTON : 2012 


For sale by the Superintendent of Documents, U.S. Government Printing Office 
Internet: bookstore.gpo.gov Phone: toll free (866) 512-1800; DC area (202) 512-1800 
Fax: (202) 512-2104 Mail: Stop IDCC, Washington, DC 20402-0001 


COMMITTEE ON ENERGY AND COMMERCE 


FRED UPTON, Michigan 
Chairman 


JOE BARTON, Texas 
Chairman Emeritus 
CLIFF STEARNS, Florida 
ED WHITFIELD, Kentucky 
JOHN SHIMKUS, Illinois 
JOSEPH R. PITTS, Pennsylvania 
MARY BONO MACK, California 
GREG WALDEN, Oregon 
LEE TERRY, Nebraska 
MIKE ROGERS, Michigan 
SUE WILKINS MYRICK, North Carolina 
Vice Chairman 

JOHN SULLIVAN, Oklahoma 

TIM MURPHY, Pennsylvania 

MICHAEL C. BURGESS, Texas 

MARSHA BLACKBURN, Tennessee 

BRIAN P. BILBRAY, California 

CHARLES F. BASS, New Hampshire 

PHIL GINGREY, Georgia 

STEVE SCALISE, Louisiana 

ROBERT E. LATTA, Ohio 

CATHY McMORRIS RODGERS, Washington 

GREGG HARPER, Mississippi 

LEONARD LANCE, New Jersey 

BILL CASSIDY, Louisiana 

BRETT GUTHRIE, Kentucky 

PETE OLSON, Texas 

DAVID B. McKinley, West Virginia 

CORY GARDNER, Colorado 

MIKE POMPEO, Kansas 

ADAM KINZINGER, Illinois 

H. MORGAN GRIFFITH, Virginia 


HENRY A. WAXMAN, California 
Ranking Member 
JOHN D. DINGELL, Michigan 
Chairman Emeritus 
EDWARD J. MARKEY, Massachusetts 
EDOLPHUS TOWNS, New York 
FRANK PALLONE, jR., New Jersey 
BOBBY L. RUSH, Illinois 
ANNA G. ESHOO, California 
ELIOT L. ENGEL, New York 
GENE GREEN, Texas 
DIANA DeGETTE, Colorado 
LOIS CAPPS, California 
MICHAEL F. DOYLE, Pennsylvania 
JANICE D. SCHAKOWSKY, Illinois 
CHARLES A. GONZALEZ, Texas 
JAY INSLEE, Washington 
TAMMY BALDWIN, Wisconsin 
MIKE ROSS, Arkansas 
JIM MATHESON, Utah 
G.K. BUTTERFIELD, North Carolina 
JOHN BARROW, Georgia 
DORIS 0. MATSUI, California 
DONNA M. CHRISTENSEN, Virgin Islands 
KATHY CASTOR, Florida 


Subcommittee on Health 

JOSEPH R. PITTS, Pennsylvania 
Chairman 


MICHAEL C. BURGESS, Texas 
Vice Chairman 
ED WHITFIELD, Kentucky 
JOHN SHIMKUS, Illinois 
MIKE ROGERS, Michigan 
SUE WILKINS MYRICK, North Carolina 
TIM MURPHY, Pennsylvania 
MARSHA BLACKBURN, Tennessee 
PHIL GINGREY, Georgia 
ROBERT E. LATTA, Ohio 
CATHY McMORRIS RODGERS, Washington 
LEONARD LANCE, New Jersey 
BILL CASSIDY, Louisiana 
BRETT GUTHRIE, Kentucky 
JOE BARTON, Texas 
FRED UPTON, Michigan (ex officio) 


FRANK PALLONE, jR., New Jersey 
Ranking Member 
JOHN D. DINGELL, Michigan 
EDOLPHUS TOWNS, New York 
ELIOT L. ENGEL, New York 
LOIS CAPPS, California 
JANICE D. SCHAKOWSKY, Illinois 
CHARLES A. GONZALEZ, Texas 
TAMMY BALDWIN, Wisconsin 
MIKE ROSS, Arkansas 
JIM MATHESON, Utah 
HENRY A. WAXMAN, California (ex officio) 


(II) 



CONTENTS 


Page 

Hon. Joseph R. Pitts, a Representative in Congress from the Commonwealth 

of Pennsylvania, opening statement 1 

Prepared statement 3 

Hon. Michael C. Burgess, a Representative in Congress from the State of 

Texas, opening statement 5 

Hon. Frank Pallone, Jr., a Representative in Congress from the State of 

New Jersey, opening statement 6 

Hon. Joe Barton, a Representative in Congress from the State of Texas, 

opening statement 7 

Prepared statement 8 

Hon. Tim Murphy, a Representative in Congress from the Commonwealth 

of Pennsylvania, opening statement 9 

Hon. Henry A. Waxman, a Representative in Congress from the State of 

California, opening statement 9 

Hon. Fred Upton, a Representative in Congress from the State of Michigan, 
opening statement 223 

Witnesses 

Jeffrey E. Shuren, Director, Center for Devices and Radiological Health, 

Food and Drug Administration 11 

Prepared statement 13 

Answers to submitted questions 224 

David Perez, President and Chief Executive Officer, Terumo BCT 79 

Prepared statement 82 

Elisabeth M. George, Vice President, Global Government Affairs, Regulations, 

and Standards, Philips Healthcare 88 

Prepared statement 90 

Ralph F. Hall, Professor of Practice, University of Minnesota Law School 100 

Prepared statement 102 

Ross Jaffe, Managing Director, Versant Ventures 129 

Prepared statement 131 

Aaron S. Kesselheim, Assistant Professor of Medicine, Harvard Medical 
School, Division of Pharmacoepidemiology and Pharmacoeconomics, 

Brigham and Women’s Hospital 155 

Prepared statement 157 

Art Sedrakyan, Associate Professor and Director, Patient-Centered Compara- 
tive Effectiveness Program, Weill Cornell Medical College and New York 

Presbyterian Hospital 164 

Prepared statement 166 

Lisa Swirsky, Senior Health Policy Analyst, Consumer Union 174 

Prepared statement 176 

James Shull, Browns Mills, New Jersey 182 

Prepared statement 184 

Submitted Material 

Letter, dated October 14, 2011, from Alan Mertz, President, American Clin- 
ical Laboratory Association, to Mr. Burgess, submitted by Mr. Burgess 72 

Letter, dated October 14, 2011, from Michael A. Peat, Managing Director, 

Texas Gulf Coast Business Unit, Quest Diagnostics Inc., to Mr. Burgess, 

submitted by Mr. Burgess 73 

Letter, dated October 14, 2011, from Donald E. Horton, Jr., Vice President, 

Public Policy & Advocacy, Laboratory Corporation of America, to Mr. Bur- 
gess, submitted by Mr. Burgess 74 


(III) 



IV 


Page 


Letter, dated October 18, 2011, from Edward R. Ashwood, President and 
CEO, ARUP Laboratories, Inc., to Mr. Burgess, submitted by Mr. Burgess .. 75 

Letter, dated October 25, 2011, from Eric Rieders, President and CEO, NMS 

Labs, to Mr. Burgess, submitted by Mr. Burgess 76 

Letter, dated November 3, 2011, from Sherri J. Bale, Managing Director, 

GeneDx, to Mr. Burgess, submitted by Mr. Burgess 77 

Letter, dated January 25, 2012, from Mark S. Birenbaum, Administrator, 
American Association of Bioanalysts and the National Independent Labora- 
tory Association, submitted by Mr. Burgess 78 

Statement, dated February 15, 2012, of Michael A. Carome, Deputy Director, 
and Sidney M. Wolfe, Director, Health Research Group, Public Citizen, 

submitted by Mr. Pallone 197 

Statement, dated February 15, 2012, on behalf of the American 

Urogynecologic Society and the American Congress of Obstetricians and 

Gynecologists, submitted by Mr. Pallone 207 

Article, “Postmarketing Surveillance of Medical Devices — Filling in the Gaps,” 
undated, in The New England Journal of Medicine, submitted by Mr. 

Pallone 211 

Article, “Regulation of Medical Devices in the United States and European 
Union,” undated, in The New England Journal of Medicine, submitted 
by Mr. Pallone 214 



REAUTHORIZATION OF MDUFA: WHAT IT 
MEANS FOR JOBS, INNOVATION, AND PA- 
TIENTS 


WEDNESDAY, FEBRUARY 15, 2012 

House of Representatives, 

Subcommittee on Health, 
Committee on Energy and Commerce, 

Washington, DC. 

The subcommittee met, pursuant to call, at 10:17 a.m., in room 
2322 of the Rayburn House Office Building, Hon. Joe Pitts (chair- 
man of the subcommittee) presiding. 

Members present: Representatives Pitts, Burgess, Shimkus, Rog- 
ers, Murphy, Blackburn, Gingrey, Latta, McMorris Rodgers, Lance, 
Cassidy, Guthrie, Barton, Bilbray, Bass, Pallone, Dingell, Towns, 
Engel, Capps, Schakowsky, Matheson, Christensen, and Waxman 
(ex officio). 

Staff present: Clay Alspach, Counsel, Health; Nancy Dunlap, 
Health Fellow; Paul Edattel, Professional Staff Member, Health; 
Debbee Keller, Press Secretary; Ryan Long, Chief Counsel, Health; 
Carly McWilliams, Legislative Clerk; Chris Sarley, Policy Coordi- 
nator, Environment and Economy; Heidi Stirrup, Health Policy Co- 
ordinator; Alii Corr, Democratic Policy Analyst; Eric Flamm, FDA 
Detailee; Karen Nelson, Democratic Deputy Committee Staff Direc- 
tor for Health; and Rachel Sher, Democratic Senior Counsel. 

Mr. Pitts. This subcommittee will come to order. 

The Chair recognizes himself for 5 minutes for an opening state- 
ment. 

OPENING STATEMENT OF HON. JOSEPH R. PITTS, A REP- 
RESENTATIVE IN CONGRESS FROM THE COMMONWEALTH 

OF PENNSYLVANIA 

Congress first authorized a medical device user fee program in 
2002, in the Medical Device User Fee and Modernization Act, 
MDUFMA. We last reauthorized the program in the Medical De- 
vice User Fee Amendments of 2007, MDUFA, which expires Sep- 
tember 30, 2012. 

While I am glad that FDA and industry have reached recently 
a proposed medical device user fee agreement, the committee did 
not receive it by the January 15, 2012, deadline, as set in statute. 
As it is already late, I would encourage FDA and the administra- 
tion to expedite their review of the agreement so that the com- 
mittee receives it at the earliest possible date. 

( 1 ) 
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The proposed agreement will provide $595 million in user fees for 
fiscal year 2013 through fiscal year 2017, a sum that is more than 
double the current user fee level of $287 million. 

A key goal of the agreement is to increase predictability and 
transparency. Under the agreement, together with regular Con- 
gressional appropriations, FDA should be able to hire 240 full-time 
review process employees, including 140 reviewers specifically for 
devices, over 5 years. The increased user fees will pay for addi- 
tional training for device reviewers and information technology up- 
grades to improve the review process. With these new resources, 
FDA has agreed to measure review time in calendar days, not FDA 
days, which is an important step to providing increased predict- 
ability. 

Under the proposed agreement, FDA and industry will commu- 
nicate more often, and earlier in the review process, where FDA 
will provide the feedback that manufacturers need to go forward. 

The United States is the world leader in medical device innova- 
tion. This not only benefits patients who need new, innovative 
treatments, it benefits our economy. In 2008, according to the 
Lewin Group, the medical device industry employed 422,778 work- 
ers nationwide, paid $24.6 billion in earnings, and shipped $135.9 
billion worth of products. 

In 2008, in my home State of Pennsylvania, the medical device 
industry employed 22,233 people and paid Pennsylvania workers 
over $1.1 billion in earnings. 

These are good jobs. Nationally, jobs in medical technology pay 
almost 40 percent higher compared to the national earnings aver- 
age. 

What is best for patients and what is best for jobs is to have a 
device review process that is clear, transparent, predictable and ac- 
countable, and I hope that that is what the proposed agreement ac- 
complishes. 

I would like to thank all of our witnesses on today’s panels. 

[The prepared statement of Mr. Pitts follows:] 
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Rep. Joseph R. Pitts 
Opening Statement 

Energy and Commerce Subcommittee on Health 
Hearing on “Reauthorization of MDUFA: What It Means for Jobs, 
Innovation, and Patients” 

February 15, 2012 

(As Prepared for Delivery) 

Congress first authorized a medical device user fee program in 2002, in the Medical Device User 
Fee and Modernization Act (MDUFMA). We last reauthorized the program in the Medical 
Device User Fee Amendments of 2007 (MDUFA), which expires September 30, 2012. 

While 1 am glad that FDA and industry have recently reached a proposed medical device user fee 
agreement, the Committee did not receive it by the January 15, 2012 deadline, as set in statute. 

As it is already late, I would encourage FDA and the Administration to expedite their review of 
the agreement so that the Committee receives it at the earliest possible date. 

The proposed agreement will provide $595 million in user fees for FY2013 through FY2017 - a 
sum that is more than double the current user fee level of $287 million. 

A key goal of the agreement is to increase predictability and transparency. 

Under the agreement, together with regular Congressional appropriations, FDA should be able to 
hire 240 full-time review process employees, including 140 reviewers specifically for devices, 
over 5 years. 

The increased user fees will pay for additional training for device reviewers and information 
technology upgrades to improve the review process. 

With these new resources, FDA has agreed to measure review time in “calendar days,” not “FDA 
days,” which is an important step to providing increased predictability. 

Under the proposed agreement, FDA and industry will communicate more often, and earlier in 
the review process, where FDA will provide the feedback that manufacturers need to go forward. 


The United States is the world leader in medical device innovation. This not only benefits 
patients who need new, innovative treatments. It benefits our economy. 

In 2008, according to the Lewin Group, the medical device industry employed 422,778 workers 
nationwide, paid $24.6 billion in earnings, and shipped $135.9 billion worth of products. 
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In 2008, in my home state of Pennsylvania, the medical device industry employed 22,233 people 
and paid Pennsylvania workers over $1.1 billion in earnings. 

These are good jobs. Nationally, jobs in medical technology pay almost 40% higher compared 
to the national earnings average. 

What is best for patients - and what is best for jobs ~ is to have a device review process that is 
clear, transparent, predictable, and accountable. I hope that is what the proposed agreement 
accomplishes. 

Thank you to all of our witnesses. 
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Mr. Pitts. I would like to yield the remaining time to Dr. Bur- 
gess, the vice chairman of the committee. 

OPENING STATEMENT OF HON. MICHAEL C. BURGESS, A 
REPRESENTATIVE IN CONGRESS FROM THE STATE OF TEXAS 

Mr. Burgess. Thank you, Mr. Chairman, and Dr. Shuren, again, 
thank you for being here. You are going to hear today some con- 
cerns from people on the dais and from our subsequent panel, from 
patients and innovators. 

As the chairman points out, funding was increased in fiscal year 
2008 and fiscal year 2010 by nearly 35 percent, and during that 
time the average review time for lower-risk devices increased by 43 
percent, higher-risk devices by 75 percent, so we have got an offi- 
cial Washington conundrum. Resources are increasing, performance 
is decreasing, and you need to be the very best you can but it 
doesn’t look like we are there yet. Delays in reviews through incon- 
sistencies certainly harm public health but they also stifle innova- 
tion and cost jobs. 

We don’t want the FDA to approve anything that harms patients, 
and that is your mission, but a little predictability could go a long 
way. The industry should not have to double user fees in order to 
get the very basics of customer service. So the question is, have you 
become more interactive, predictable and innovative? Those should 
be the goals of the basic agreement but they also are tenets of a 
well-run organization. We worry about the jurisdictional creep that 
has been going on where you seek to grab as much regulatory terri- 
tory as possible, oftentimes through draft guidance, absent legisla- 
tive direction. Things like mobile apps and laboratory-developed 
tests are things that you want to do but we are not sure you are 
doing what you are supposed to do. We shouldn’t enable your ef- 
forts to duplicate efforts of other Federal agencies. 

Mission creep may be a cry for help, and Doctor, this morning 
we are here to try to provide that help for you. But some days we 
wonder if you don’t need a bigger check but you need a check on 
what is exactly happening at the level of your agency. We want to 
help. I think we all admit that there are problems in our device ap- 
proval regimen that hurt patients and it is just critical that we get 
it right for them. 

I yield back the balance of my time, Mr. Chairman. 

Mr. Pitts. The Chair thanks the gentleman and now recognizes 
the ranking member of the subcommittee, Mr. Pallone, for 5 min- 
utes for opening statement. 

OPENING STATEMENT OF HON. FRANK PALLONE, JR., A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF NEW JER- 
SEY 

Mr. Pallone. Thank you. Chairman Pitts. I welcome every here 
for our third installment of the UFA hearings. 

Today we will be discussing the reauthorization of the Medical 
Device User Fee Agreement, known as MDUFA, and let me say at 
the outset that we are all very relieved and encouraged by the cur- 
rent circumstances. There was grave concern that the parties 
would be unable to reach a compromise, and I am happy that 
things are moving forward. 
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While there is still no legislative language, there is an agreement 
in principle that we will discussing at length. It includes $595 
million in fees over 5 years, specific goals for total review times, 
additional meetings with sponsors, third-party analysis of the 
FDA’s review process as well as other program improvements. In 
addition, I understand that the additional funding would allow 
FDA to hire over 200 new full-time workers by the end of the 5- 
year program. 

Now, we have consistently heard for a long time about the need 
for FDA to improve the predictability, consistency and trans- 
parency of its premarket review program. This agreement will not 
solve all of those issues overnight but it certainly sets FDA on a 
good path moving forward with important tools and more resources 
at their disposal. It also provides the industry with some much- 
needed insight into the review process and better metrics to meas- 
ure the FDA’s performance, and these are quality enhancements 
that should allay those concerns. 

I know that Congress and the FDA greatly appreciate the indus- 
try’s investment in this program. This proposal represents a strong 
compromise, and I commend the hard work of both parties in get- 
ting to this place I am confident will help the agencies continue to 
improve efficiencies. 

Let me also say that I have been encouraged by FDA’s commit- 
ment both over the past year and as part of this user fee agree- 
ment to recognize the need for some internal transformations. 
Change doesn’t happen overnight, and regardless. Dr. Shuren, your 
center has been more than willing to listen and learn from member 
stakeholders and industry on how to shift and adapt in ways to 
make these processes better for companies and consumers. You 
have recognized some of the inadequacies of the agency and main- 
tained an open mind on fixing what is broken. At the same time, 
you have also maintained the policies are important to patient safe- 
ty and device effectiveness. You and the Commissioner were kind 
enough to visit my district and talk one on one with me and New 
Jersey companies about these processes, so I appreciate that and 
I look forward to working with you to continue to improve the cen- 
ter. 

Today’s hearing will also touch upon a number of FDA policy 
proposals from my Republican colleagues. In general, I have con- 
cerns with some of these bills and I look forward to discussing 
them further. Specifically, I wonder whether these proposals could 
make it difficult for the agency to meet its negotiated commit- 
ments. I also think it is critical we understand at length the in- 
tended impact, justification and potential unintended consequences 
of these proposals before moving forward. 

I will just close by stating what I have said a number of times. 
I agree that MDUFA is of the utmost importance. I agree that FDA 
should facilitate an environment that doesn’t create added unneces- 
sary burdens upon innovating companies, but we must not make 
FDA policy changes at the expense of patient safety. The public 
health must be our number one goal above all else. We need to 
take a long, hard look at any potential policy that could make it 
more difficult for FDA to protect patient safety, and I know there 
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are a number of witnesses joining us today that will talk about 
that important aspect. I look forward to that. 

But I wanted to especially welcome Jim Shull — I hope I am pro- 
nouncing it right — from Browns Mills, New Jersey, who is here to 
share his personal story. 

Thank you, Mr. Chairman. I yield back. 

Mr. Pitts. The Chair thanks the gentleman and now recognizes 
the chair emeritus of the full committee, Mr. Barton, for 5 minutes 
for opening statement. 

OPENING STATEMENT OF HON. JOE BARTON, A 
REPRESENTATIVE IN CONGRESS FROM THE STATE OF TEXAS 

Mr. Barton. Thank you, Mr. Chairman. I am not going to take 
5 minutes. I believe I am supposed to yield to Dr. Murphy. 

I have an opening statement that I will put in the record. I hate 
to be the skunk at the garden party, but every now and then I am. 
These user fees are not something that have been on the books for 
a hundred years. We first put them in place in 2002 and we have 
reauthorized them once. Currently, it is about $287 million, I be- 
lieve. I think it is a lot to ask this committee to swallow a doubling 
of the user fee budget to almost $600 million. I checked yesterday, 
and I understand that it may be the tradition but I couldn’t find 
that any member or any staff member of the majority or the minor- 
ity had been involved in these negotiations with the FDA and the 
industry. If we came in and asked to double the income tax re- 
ceipts, we would be laughed out of Congress, and to have a pro- 
posal put forward that doubles the user fee with the performance 
or lack thereof that has accompanied the last 3 or 4 years is some- 
thing that I am not going to condone. 

Now, I haven’t talked with Chairman Upton or Chairman Pitts, 
and I am sure that there is another side to the story. But put me 
down as extremely skeptical that this is a good deal for the con- 
sumer or for the small medical device industry. 

I had a company in my office just this week, or late last week 
actually, that has been making a device and marketing it for 30 
years, and all of a sudden now they have been asked to have to 
go through the entire premarket approval process for something. I 
just don’t accept that. 

So Mr. Chairman, I am extremely glad that you are holding this 
hearing but don’t ask this member to rubberstamp a doubling of a 
user fee when we have the program performance or lack thereof at 
this FDA. 

And with that, I would yield the balance of the time to Dr. Mur- 
phy of Pennsylvania. 

[The prepared statement of Mr. Barton follows:] 
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Opening Statement of the Honorable Joe Barton 
Chairman Emeritus, Committee on Energy and Commerce 
Subcommittee on Health 

“Reauthorization of MDUFA: What It Means for 
Jobs, Innovation and Patients” 

February 15,2012 


Thank you, Mr, Chairman for this hearing today to discuss the reauthorizatioii of 
MDUFA (Medical Device User Fee Act). Thank you for your timeliness in bringing this, and 
the other User Fees, before this committee. 

Unless we make significant reforms to the Food and Drug Administration (FDA) and their 
review process, I believe we should end all user fees. The purpose of user fees is to provide the 
Food and Drug Administration (FDA) with the resources they need to thoroughly review 
products in a timely manner. Flowever, the FDA has had a difficult time delivering on a timely 
basis, being predictable, consistent and proactive in its process. 

I met with a small medical device company from Texas, just last week. This company has been 
manufacturing quality medical devices for 30 years, and has just recently been informed by the 
FDA that they will now have to go through the Pre-Market Approval (PMA) process. The FDA 
has not been clear as to why this change is occurring, or what necessitated it. 

Globally, companies are seeing more and more uncertainty and lack of clarity from the FDA 
when trying to get their products approved. While countries around the world are fast and 
efficient, the FDA is dragging their feet. We cannot keep giving the FDA more money, in 
industry fees, and not make reforms to ensure - not promise but ensure - that there is more 
consistency, that there is more predictability, and that the FDA is timely and efficient in 
reviewing devices and drugs. 

I also want to note that 1 do not approve of this committee rubber stamping an agreement made 
by the regulator and industry, without involvement in the agreement discussions from committee 
.staff. Because, in the end, while the FDA may like the agreement and industry may sign off on 
it, higher fees means higher costs on the consumers, the American people. 

Like my colleagues here, I want to see safe products approved quickly, i want the best products 
on the market to be made available to the consumer. But, the current process is not working. 
And more of the same is not going to make things better. 
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OPENING STATEMENT OF HON. TIM MURPHY, A REPRESENTA- 
TIVE IN CONGRESS FROM THE COMMONWEALTH OF PENN- 
SYLVANIA 

Mr. Murphy. I thank the gentleman. 

A few weeks ago, several of my colleagues and I met with Pro- 
fessor Ralph Hall, who will be testifying a little bit later today on 
a panel. At that meeting. Professor Hall explained how the review 
process at the FDA is driving investment in medical technologies 
overseas as well as sending jobs overseas. Now, according to Pro- 
fessor Hall, 40 percent of venture capitalists have already reduced 
investment in medical technology in the United States and many 
more are planning this. About 61 percent of venture capitalists cite 
regulatory challenges with the FDA as having the greatest impact 
on their investment decisions. 

Now, this may seem like financial jargon but in reality, it points 
to a tragic bottom line: no money, no research, no treatments, no 
cures. This is about saving lives of people with untreatable diseases 
who are waiting in line for Washington’s rules and bureaucracy to 
get out of the way and for the treatment and cures to move for- 
ward. It is cruelty, not comfort, when a doctor must tell a patient 
that bureaucratic barriers prevent patients in the United States 
from getting the treatment that they need. 

We need to and we must help American patients have better ac- 
cess to the latest, safest medical advancements while also improv- 
ing FDA’s review process to allow more investment in U.S. medical 
technology. It is something we ought to be doing out of compassion 
for people who are sick. 

And with that, I yield back to Mr. Barton. 

Mr. Barton. I have no further comments. If there are other 
members, I will be happy to yield, Mr. Rogers or Mr. Latta, any- 
body? I yield back to the chairman. 

Mr. Pitts. The Chair thanks the gentleman. The Chair now rec- 
ognizes the ranking member of the full committee, Mr. Waxman, 
for 5 minutes for an opening statement. 

OPENING STATEMENT OF HON. HENRY A. WAXMAN, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF CALI- 
FORNIA 

Mr. Waxman. Thank you very much, Mr. Chairman, for holding 
this important hearing. 

Our goal today is to start the process of reauthorizing the Med- 
ical Device User Fee Act, and I commend FDA and the industry for 
finally coming together to agree on a user fee proposal. I know it 
was a hard-fought compromise and I look forward to seeing the de- 
tails. But I am pleased that there has been an agreement because 
I have very little faith that Congress is going to provide the appro- 
priations for the FDA to do the job without a user fee. I would pre- 
fer we do it that way, and those who don’t like the user fee will 
have to acknowledge that FDA will be short-funded and we won’t 
get these devices approved as quickly as possible. 

The funds collected under this act will provide FDA’s device pro- 
gram with critical dollars that enable the agency to fulfill its public 
health mission: to ensure that only safe and effective medical de- 
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vices are marketed in the United States. That is our essential goal 
here. We should work together on a bipartisan basis to get it done. 

The real compassion in this country is to make sure that we can 
get drugs and devices that work and that are safe to consumers, 
not just to get them out on the marketplace because it is no one’s 
benefit to have drugs that are not safe or medical devices that are 
not safe or effective. The FDA, the device industry and American 
patients are counting on us to do our job. 

I am concerned that some may try to hijack the reauthorization 
to advance proposals that would put the health of patients at risk. 
Last year. Republican members of the committee introduced a slate 
of 10 bills that would make significant and harmful changes, in my 
view, in FDA’s device program. Unless we can reach consensus on 
these proposals, they should not be inserted into this must-pass re- 
authorization. 

The newspapers are full of articles about the dangers of improp- 
erly designed medical devices. The prestigious Institute of Medicine 
concluded that our medical device laws need to be significantly 
strengthened. But many of these bills ignore the need for reforms 
that would protect patients. Instead, they read like a wish list as- 
sembled by lobbyists for the device industry. 

The device industry claims that FDA regulation is killing jobs, 
stifling innovation, and depriving American patients of new med- 
ical devices. But there is no evidence to back these up except anec- 
dotes. Anecdotes from some individual companies are not enough. 
And I think the industry knows that they need an FDA that is 
going to do its job if they are going to have credibility in the mar- 
ketplace. 

I have been appalled by the quality of the so-called “studies” that 
industry is using to advance these bills. Last July, I asked the edi- 
tors of our Nation’s top medical journals to examine the method- 
ology used in the leading industry papers asserting that FDA is too 
slow, burdensome, and unpredictable. The editors said there were 
serious methodological flaws in both studies — biased samples, 
small sample size and botched statistical analysis, just to name a 
few — rendering them essentially useless as part of any discussion 
of FDA’s regulatory system. None of the editors felt that the meth- 
odology of these studies was worthy of publication in a peer-re- 
viewed journal, and yet they are put forward as a reason why we 
ought to change the law here in Congress. 

Many in the device industry argue that Europe should be our 
model and they say new technologies are available years before 
they are on the market in the United States. But just yesterday, 
the New England Journal of Medicine published a study by Dr. 
Aaron Kesselheim finding numerous examples of high-risk devices 
that were first approved in the E.U. but either showed no benefit, 
or, worse, had substantial safety risks. I am glad that Dr. 
Kesselheim is here today to testify about this study. 

FDA’s job is to protect the public health. Part of advancing public 
health is helping manufacturers win approval for innovative new 
devices. But FDA’s core responsibility is ensuring that only safe 
and effective devices are permitted on the market. 

When FDA falls short and allows dangerous devices like surgical 
mesh and metal-on-metal hip implants to be implanted in patients. 
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the suffering of victims can be incalculable. That is why I joined 
with Mr. Pallone, Mr. Dingell and Ms. DeGette in requesting that 
the committee hear from witnesses about the risks from dangerous 
devices, and I want to thank Subcommittee Chairman Pitts and 
full Committee Chairman Upton for working with us to allow these 
witnesses to testify today on the second panel. 

The reauthorization of MDUFA should be bipartisan, so I urge 
all members of the committee to work together on this critically im- 
portant program. 

Thank you, Mr. Chairman. 

Mr. Pitts. The Chair thanks the gentleman. 

Our first panel will have just one witness. Dr. Jeffrey Shuren, 
Director of the Center for Devices and Radiological Health at the 
FDA. Dr. Shuren is accompanied today by Mr. Malcolm Bertoni, 
Assistant Commissioner for Planning for the Office of the Commis- 
sioner. We are happy to have you with us today. Dr. Shuren. You 
are recognized for 5 minutes to summarize your testimony. Your 
written statement will be entered into the record. 

STATEMENT OF JEFFREY E. SHUREN, DIRECTOR, CENTER FOR 

DEVICES AND RADIOLOGICAL HEALTH, FOOD AND DRUG 

ADMINISTRATION 

Mr. Shuren. Mr. Chairman and members of the subcommittee, 
I am Dr. Jeff Shuren, Director for the Center for Devices and Radi- 
ological Health, or CDRH, at the FDA. Thank you for the oppor- 
tunity to testify today. 

I am pleased to tell you that on February 1, FDA and representa- 
tives from the medical device industry reached an agreement in 
principle on proposed recommendations for the reauthorization of 
the Medical Device User Fee Act, or MDUFA. These recommenda- 
tions would authorize FDA to collect $595 million over 5 years to 
help fund a portion of the agency’s medical device review program 
with FDA agreeing to certain overall performance goals. The final 
details of the agreement will be resolved very soon, and as required 
by law, we will hold a public meeting and seek public comment on 
the proposed package before sending a final package to Congress. 

When I came to CDRH in 2009, in response to concerns ex- 
pressed by industry and others, we initiated a review of our device 
premarket review programs. The following year, we released two 
reports that concluded, as I have testified before, that we had not 
done as good a job managing the review programs as we should 
have. The number one problem we found was insufficient predict- 
ability, which was leading to inefficiencies, higher cost to industry 
and FDA, and sometimes delays in bringing safe and effective prod- 
ucts to market. 

In January 2011, we announced a plan with 25 specific actions 
that we would take that year to improve the predictability, consist- 
ency and transparency of our premarket programs. As of February 
2012, 75 percent of these actions plus eight additional actions are 
already completed or well underway. They are intended to create 
a culture change toward greater transparency, interaction and the 
appropriate balancing of benefits and risk. They focus on assuring 
predictable and consistent decision-making and application of the 
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least-burdensome principle and implementing more efficient regu- 
latory processes. 

We believe these actions have had and will have a visible, posi- 
tive impact by providing greater predictability about data require- 
ments through guidance, reducing unnecessary or inconsistent data 
requests through training and policy and process changes, imple- 
menting policies that lead to appropriately balanced b^enefit-risk 
determinations, using external experts more extensively and effec- 
tively, creating incentives to conduct clinical studies first in the 
United States, speeding up clinical trial approval decisions and im- 
plementing the innovation pathway. 

Preliminary data indicates that the actions we have taken have 
started to bear fruit. For example, the backlog of 510(k) submis- 
sions that had been steadily increasing from 2005 to 2010 de- 
creased for the first time last year. However, we still have much 
work to do. 

Reauthorization of MDUFA will provide the resources that 
CDRH needs to continue improving the device review programs 
and help reduce the high staff turnover that has adversely affected 
review predictability and consistency. The proposed MDUFA rec- 
ommendations we have agreed upon with industry will also include 
several important process improvements. For example, if a per- 
formance goal on a device application is missed, the MDUFA pro- 
posal would require FDA and applicants to work out a plan to com- 
plete work on the submission, ensuring that no submission is left 
behind, and requiring new substantive interaction between FDA 
and an applicant halfway through the targeted time for reviewing 
the application would help to assure sufficient time for the appli- 
cant to properly respond to appropriate questions. Clear criteria for 
when FDA will refuse to accept a complete application means more 
efficient use of resources to the benefit of both FDA and industry. 
These and other proposed enhancements are intended to achieve a 
shared outcome goal of reduced average total time to decision, 
which we and industry believe is an important indicator of a suc- 
cessful premarket review program. 

The agreement in principle we have reached with industry 
strikes a careful balance between what industry agreed to pay and 
what FDA can accomplish with the amount of funding proposed. 
However, we are concerned that even if device user fee resources 
are increased under MDUFA III, additional new legislative man- 
dates imposed on CDRH could divert resources and undermine 
FDA’s ability to achieve the new performance goals. When PDUFA 
was last reauthorized in 2007, the addition of new policy-related re- 
quirements ultimately resulted in FDA’s drug review program hav- 
ing to temporarily suspend meeting its PDUFA review goals in 
order to meet the statutory mandates. We want to avoid such a sit- 
uation so that CDRH can focus on meeting the ambitious new pro- 
posed PDUFA program goals and achieving timely patient access 
to safe and effective devices, which is an objective that we share 
with industry, health care practitioners, patients and consumers, 
and I know you as well. 

Mr. Chairman, I commend the subcommittee’s efforts and am 
pleased to answer any questions the subcommittee may have. 

[The prepared statement of Mr. Shuren follows:] 
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INTRODUCTION 

Mr. Chainiiaii and Members of the Subcommittee, 1 am Dr. Jeffi'ey Shuren, Director of 
the Center foi- Devices and Radiological Health (CDRH) at the Food and Drug Administration 
{FDA or (he Agency), I am pleased to be here today to discuss reauthorization of the Medical 
Device User Fee Act, or MDUFA. 

Backaround on MDUFA 

The enactment in 2002 of the Medical Device User Fee and Modernization Act 
(MDUFMA 1) was prompted by growing concerns about the medical device review program’s 
capacity and perfoimance. MDUFMA 1 and MDUFA II (enacted in 2007) authorized user fees 
for the review of medical device premarket applications, reports, supplements, and preraarket 
notification submissions. These additional resources enabled FDA to make its reviews more 
timely, predictable, and transparent to applicants. MDUFA fees and mandated appropriations for 
the medical device program helped FDA expand available expertise, modernize its infomiation 
management systems, provide new review options, and provide more guidance to prospective 
applicants. 

MDUFA authorizes FDA to collect user fees for certain medical device applications, the 
registration of certain medical device establishments, and certain other purposes. Small 
businesses may qualify for a waiver or a reduced fee on certain submissions to FDA. 

Of the total $292,707,540 obligated in support of the process for the review of medical 
device submissions in FY201 0, MDUFA fees funded about 20 percent. The remainder of the 
funding was through appropriations. Fees currently charged for device review under MDUFA 
include $220,050 for a PMA for high-risk medical devices (a business with gross receipts under 
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S30 million qualifies for the ■'sinall business" PMA fee of about $55,000). Fot lower-risk 
devices cleared under the 510{k) review program, manufacturers pay S4,049 per 510(k) 
application review ($2,024 for small businesses).' As a point of comparison, PDUFA fee.s - 
nearly $568 million in FY20 1 0 - currently account for about two-thirds of the dmg review 
program's budget, and the current fee for FY 2012 associated with review of a New Drug 
Application (NDA) requiring clinical data is 51,841,500." 

The medical device user fee program has produced benefits for public health. A better- 
resourced premarket device review program has enhanced FDA's abilities to help bring more 
safe and effective medical devices to the market, while keeping pace with the increasing 
complexity of technology and changes in clinical practice. Since MDUFA 11 was reauthorized in 
2007, FDA has approved 106 original PMAs and cleared more than 13,000 devices under the 
510(k) program. 

For example, approvals have included devices intended to address unmet needs in the 
pediatric population, such as the first heart pump designed to support the hearts of infants to 
adolescents until they receive a heart transplant, and the first percutaneous heart valve (approved 
for both children and adults). 

The device program also has approved important new laboratory tests, including an 
emergency-use diagno.stic test in response to H INI outbreak in humans, and the first quick test 
for malaria. Device reviews have significantly contributed to the very important trend toward 
personalized medicine through clearance of a test system that can assist in assessing the risk of 
tumor recurrence and long-term survival for patients with relatively high-risk brea.st cancer. 

Other important devices that have become available to patients over the course of 
MDUFA II include, for example, the Implantable Miniature Telescope (IMT), used for 

' See U.S. FDA, '‘Medical Device User Fee Rates for Fiscal Year 2012." 76 Fed. Reg. 4.5,826-45,831 (Aug. II, 

201 1), available at hup: /n'ivn\i;po.^invfdsys-'pkg/FM~20II--0H-0I/fwni/20J I -19.? 3 f-.hfnu 
“ See IJ.S. FDA, “Prescription Dmg User Fee Rales forFi^al Year 2012,” 76 Fed, Reg. 45.83 1 '45,838 (Aug. I. 
2011). available at l-0H~0hpdfJ2iU l-i9iX2.pdf. 

2 
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monocular implantation to improve vision in elderly patients with stable severe to profound 
vision impairment associated with end-stage age-related macular degeneration (AMD)’; the 
Infrascanner' •'* infrared brain hematoma detector, a noninvasive hand-held device that uses near- 
infrared spectroscopy to evaluate suspected brain hematomas at the site of injury within the 
■•golden hour" (the period following head trauma when pre-hospital analysis is needed to rapidly 
assess a patient's neurological condition)'’; and the NeuRx DPSt^* RAM Respiratory Stimulation 
System, an implantable electronic device that stimulates the diaphragm and allows certain spinal 
cord injury patients to breathe for at least four hours a day without a mechanical ventilator.’ 

However, neither the FDA nor industry believe that the user fee program has reached the 
level of pcrfonnance, or produced the extent of benefits, that it has the potential to achieve. 


MDUFA II Performance 


FDA has been meeting or exceeding goals agreed to by FDA and industry under MDUFA 
11 for approximately 95 percent of the submissions we review each year. For example, FDA 
completes at least 90 percent of 5 1 0(k) reviews within 90 days or les.s. In the few areas where 
FDA is not yet meeting its MDUFA goals, the Agency's performance has generally been 
improving — despite growing device complexity and an increased workload. FDA’s performance 
over the course of MDUFA 11 has not been limited to achieving quantitative goals for the timely 
review of premarket submissions like PM As and 510(k)s; we have also accomplished a number 
of "qualitative" goals set by MDUFA II in 2007, including issuing more than 50 new and 
updated guidances for industry. Guidance documents are important resources for industry 
because they describe the Agency’s interpretation of, or policy on, regulatory issues, and as such, 


See FDA News Release. "FDA Approves First Implantable Miniature Telescope to Improve Sight of AMD 
Patients" (July 6, 2010), available at 

/v'/v /i/n.gtn' Ai’v.w'A’.v/t.rt Neu‘sroom'Fnr<sAnm)imct’iiumis/ucmJ ! H066.htm. 

■* See Office of Naval Research, "Naval Technology Could be a Ufesaver" (Dec. 2 1 , 20 ! ! ), available at 
luip: ^\‘\r’,vj>r:rjiaYyjnil,^fvdurCiTAer/Pn\\'i-Reh>iLmvJOJ I/lnfraMminer-hraiii TBFFDA^iippnn-uiaspx. 

■' See FDA News Release. "FD.A Approves Diaphragm-Pacing Device" (.lune 1 8, 2008), available at 

hPrr Avww.RhLipn A'YrCofuuniYrY/CuiiSumerUniluri/i/iscmi 1 69 
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are critical to supixrrt industry efforts to comply with the law and to develop new products that 
may benefit the public health.*’ The availability of guidance documents also facilitates regulatory 
pj'cdictabiiity and consistency. 

it is important to note that MDUFA metrics reflect FDA time only; they do not reflect the 
time taken by device sponsors to respond to requests for additional information. Overall time to 
decision — (lie time that FDA has the application, pim the time the manufacturer speinls 
answering any questions FDA may have — has increased steadily since 2001 . As the graphs 
below illustrate, while the time FDA spends reviewing an application has improved (for both 
low- and high-risk devices), average total days for the review of 51 0(k)s has been increasing 
since 2005, and has been increasing for Premarket Approval (PMA) applications since 2004, 
with early indicators of longer review limes, such as the average number of cycles to review a 
510(k), slatting to increase since 2002. 



manuiactunn}>, and testing of regulated products. (2) the processing, content, and evaluation or approval of 
,submi.s.s‘ion.s, and (3) FDA’s inspection and enforcement policies. Sec generally “Food and Drug Administration 
Report on Good Guidance Practices: Improving Efficiency and Transparency" (issued Dec. 2011), available at 
/oyr r ev hhLrrV ‘hri‘n!n!uirMlHiU!FDA/l)-a!ispaiViK:yrfhinspinvMcyImliam v/UCrJ2Sr0^.tHil^ 
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Average Time to MDUFA Decision on PMAs 
and Panel-Track Supplements (non-expedited)* 


‘Tfnwiiniy noi*dd Ic laMI dta >o wkm cuttofi* tfjiOMn- data may dianga 



2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 ** 

nscal Y«i)r (FItad CohortI 
Total • * • FDA —i. -SufamitlBr] 



**As of January 30, 2012 there are 4 applications without a decision; (he average time to decision will 
Increase as the cohort closes. 


FDA beai’s some responsibility tor the increase in total time to decision, and we have 
been instituting management, policy, and process changes to address this issue. As a result, in 
2011, CDRH for the first time began reducing what previously was an increasing backlog of 
unresolved 5l0(k) submissions, as indicated in the chart below. 
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510(k)s Pending* at End of Year 

FY 2005 -FY 2011 



2005 2006 2007 2008 2009 2010 2011 


Fiscal Year 

j — Totat Pending ■ -c ■ pendi ng Wittt Mor e Than 90 FDA Days 

*Under review or on hold 


There has also been a prolonged increase, since FY 2002, in the percentage of 510(k) 
submissions requiring an Additional Information (AI) letter^ after the first review cycle, as 
indicated in the chart below. The increasing number of AI letters has contributed to the 
increasing total time from submission to decision. 


^ If. after reviewing an applicatiort, FDA deiermines that it cannot approve or clear the applicaiion in its current 
form. FDA send.s a letter informing the spoasor of this decision. For 5 1 Oik) applicatioas. ihi.s is called an 
"Additional Information"' (AI) letter. 
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Percent of 510(k)s With Additional Information 
(Al) Request on FDA Review Cycle 
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Smart Regulation’s Role in Facililutina Medical Device Innovation 

FDA recognizes that, if the United States is to maintain its leadership role in this area, we 
must continue to streamline and modernize our processes and procedures to make device 
approval not just scientifically rigorous, but clear, consistent, and predictable without 
compromising safety. We are committed to continued improvements in the device approval 
process to address legitimate concerns raised by industry and other stakeholders. 

Nearly two years ago, CDRH recognized that, given the growing complexities of medical 
product development, we needed to re-evaluate and modernize our regulatory review processes 
in order to ensure that patients had timely access to safe and effective medical devices. At that 
time, CDRH began to undertake a new systematic approach to device regulation, moving away 
from the traditional misperception that safety and effectiveness and innovation are incompatible. 
Rather than focus on more regulation or less regulation, we began to focus on ’“smart regulation,” 
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Our goal has been to ensure that safety and effectivenass and innovation arc 
complemeiilary, mutually supporting aspects of our mission to promote tlie public health. As 
part of our process to improve CDRH's internal systems, we first reached out to stakeholders to 
hear their concerns and listen to tlieir recommendations about our premarket programs. Tliis is 
what we heard: industry felt tliat inadequate predictability, consistency, and transparency were 
stifling innovation and driving jobs overseas; and consumer groups, third-party payers, and some 
health care professionals believed that one of our premarket pathways — the 5 1 0(k) program — 
did not provide adequate protection for American patients and did not generate sufficient 
information for practitioners and patients to make well-infonned treatment and diagnostic 
decisions. In (urn, CDRH employees expressed concerns that the 510(k) program had not 
adapted to the increasing complexity of devices, and that poor-quality 510(k) submissions, poor- 
quality clinical studies conducted in support of PMA applications, and an ever-growing 
workload were straining already overburdened premarket programs. 

We also began two assessments of our premarket programs to identify issues, their root 
causes, and the appropriate solutions. One assessment focuses on the 510(k) program. The other 
looks at how we use science in regulatory decision-making, touching on aspechs of several of our 
premarket review pathways, such as our clinical trials program. In addition, wc contracted widi 
the Institute of Medicine (iOM) to conduct an independent evaluation of our 5 1 0(k) program. 

In August 2010, following extensive public input, we released two reports that identified 
issues regarding our premarket programs and proposed potential actions for us to take to address 
the underlying root causes. The number one problem we found was insufficient predictability in 
our premarket programs, which can create inefficiencies, increase costs for industry and FDA, 
and delay bringing safe and effective products to market. We identified several root causes of 
these issues. They include very high reviewer and manager turnover at CDRH (almost double 
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that of FDA's drug and biologies centei's); insufficient training for staff and industry; extremely 
high ratios of employees to front-line supert'isors; insiifticient oversight by managers: CDRH's 
rapidly growing workload, caused by the increasing complexity of devices and the number of 
overall submissions vve review; unnecessary and/or inconsistent data requirements imposed on 
device sponsors; insufficient guidance for industry and FDA staff; and poor-quality submissions 
from industry. 

While it is true that providing more user fee resources alone won't solve the problems 
with our premarket programs, insufficient funding is at the root of, or a contributing factor to, 
several of tliese problems. Adequate and .stable funding is one key component to our and 
industry's success in bringing safe and effective devices to market quickly and efficiently. 

After considering extensive and varied public input on our recommendations, in January 
201 1, FDA announced a Plan of Action that included 25 specific actions that we would take in 
2011 to improve the predictability, consistency, and transparency of our premarket programs - as 
of February 2012, 75 percent of these actions, plus eight additional actions, are already 
completed or well underway.* The following month, we announced our Innovation Initiative, 
which included several proposals to help maintain the position of the U.S. as the world’s leader 
in medical device innovation, including the creation of a new approach for important, new 
technologies called the Innovation Pathway. 

Since then, we have announced additional efforts to improve our premarket programs, 
including actions to improve our program for clinical trials and the Investigational Device 
Exemption (IDE) program. The actions we are taking can be grouped into three main areas of 
emphasis. Overall, our actions seek to: 


* More information afaoul FDA’s progre.ss in implementing the CDRH "Plan of Action for 5 10(k) and Science" is 
available on FDA’s website at 

hnp:/ i^•^v^\\fda.gov/Aho!u^F\DA X’'enu'r^:OffIc^es/Of/H■eofl^it•tiicalPm(iiK’!^am^^oha^x^o/CDRH■^^^^ 
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• Create a culture change toward greater transparency, interaction, collaboration, and the 
airpropriate balancing of benefits and risks; 

• Ensure more predictable and consistent recommendations, decision-making, and 
application of the least-burdensome principle; and 

• Implement more efficient processes and use of resources. 

Specific steps that we are taking include: 

• Issuing guidance clarifying the criteria used to make benefit-risk detemrinations a part of 
device premarket decisions, This will provide greater predictability and consistency and 
apply a more patient-centric approach by considering patient.s’ tolerance for risk in 
appropriate cases (draft guidance issued August 15, 201 !); 

• Creating standard operating procedures for when a reviewer can request additional 
infonnation regarding a premarket submission and identifying at what management level 
the decision must be made. These steps arc intended to provide greater predictability, 
consistency, and the appropriate application of the least-burdensome principle by 
reducing the number of inappropriate information requests (Standard Operating 
Procedures issued November 1 0, 201 1 ); 

• Developing a range of updated and new guidances to clarify CDRH requirements for 
predictable, timely, and consistent product review, including device-specific guidance in 
several areas such as mobile applications (draft guidance released July 19, 201 1) and 
artificial pancreas systems (draft guidance released December 1, 201 1); 

• Revamping the guidance development process through a new tracking system, 
streamlined processes, and, to the greatest extent possible within available resources, core 
staff to oversee the tnnoly drafting and clearance of documents (December 2011); 

• Improving communication between FDA and industry through enhancements to 
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interactive review {some enhancements in place as of February 2012); 

• Streamlining the clinical trial (IDE) processes by providing industry with guidance to 
clarify the criteria for approving clinical trials, and the criteria for when a first-in-human 
study can be conducted earlier during device development. These actions aim to create 
incentives to bring new teclinologie.s to the United States first (guidances issued 
November 1 0, 20 1 1 ) (IDEs are required before device testing in humans that involves 
significant risks may begin, and they ensure that the rights of human subjects are 
protected while gathering data on the safety and efficacy of medical products); 

• Implementing internal business process improvements to ensure that decisions are made 
by the appropriate level of management, that decisions are made consistently and 
efficiently, and tliat we appropriately apply the least-burdensome principle. For example, 
CDRH created the internal Center Science Council to actively monitor the quality and 
performance of the Center's scientific programs and ensure consistency and predictability 
in CDRH scientific decision-making (Center Science Council established March 31, 
2011 ); 

• Creating a network of expeits to help the Center resolve complex scientific issues, which 
wilt ultimately result in more timely reviews. This network will be especially helpful as 
FDA confronts new technologies (Standard Operating Procedures issued September 30, 
2011 ); 

• Instituting a mandatory Reviewer Certification Program for new reviewers (program 
launched September 2011); 

• Instituting a pilot Experiential Learning Program to provide review staff with real-world 
training experiences as they participate in visits to manufacturers, research and health 
care facilities, and academia (to begin in 2012); 

It 
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• Providing iiidusli^ with specific guidance on how to ensure the quality and pcrfonnance 
of clinical trials while apidying the least-burdensome principle, so that industry conducts 
studies that are more likely to support the approval of their products (guidance released 
August 15, 201 1); and 

• Streamlining the do novo review process, the pathway by which novel, lower-risk devices 
without a predicate can come to market (draft guidance released October 3, 201 1). 

Our efforts to improve tbe premarket revdew programs at CDRH are ongoing. We 
recently released our Strategic Priorities for 2012,'* in which we commit to completing or 
continuing the work we already started in four priority areas: (1) Fully Implement a Total 
Product Life Cycle Approach,'” (2) Enhance Communication and Transparency, (.3) Strengthen 
Our Workforce and Workplace, and (4) Proactively Facilitate Innovation to Address Unmet 
Public Health Needs. Our plan for 2012 includes time frames associated with each strategy and 
specific actions we will take to meet tliose goals or make significant progress towards achieving 
those goal-s, including, for example: 

• By April 1, 2012, begin the Triage of Premarket Submissions Pilot to increase submission 
review efficiency and better manage the premarket review workload; 

• By September 30, 2012, make recommendations on how to adequately recognize good 
employee perfonnance and address poor performance; 


CDRH, "2012 Strategic Prionlie.s.'‘ available at 

IU>p:''M'y^n\Utu.}^(n''Ah{nufDAVi’nhTsOjficc‘''/O0ci’ofh4edk-aiProihctsmtdTohfn:r<>^VDRW^^^ 

n‘UcH:28A7SA.lH-ni. 

A Tola! Product Life Cycle (TPLC) Approach involves making make well-supported regulatory decriions that 
lake into coasideration all of the relevant information available to CDRH, at any stage of a product's life cycle to 
a-s-sure Ihe .safety, effectivenes.s, and quality of medical devices, and the .safely of non-device radiation-emitting 
products. The Cemerfs TPLC dalaba.se integrates premarket and postniarket data about medical devices. For more 
information, please see CDRH's web site at 

hfAr ' Z2nU‘rxO(fic(’s/O0kH^(A^fi’iik'uiPmdiK‘imndTob!U'vo''CDRH/C[)K/iTnmsp<urncy‘ Uc 
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’ By September 30, 20 1 2, create processes and tools tliat will improve the pipeline for 
innovative medical devices and transform the way CDRH works with medical device 
iniio\ atois, such as the new Entreprencurs-in-Residence program; 

• By September 30, 2012, develop methods and procedures for the systematic analysis and 
use of medical device recall infonnation; 

• By October 3 1, 2012, develop a comprehensive strategy to assess real-w'orld device 
performance; 

• By December 3 1 , 201 2, conduct an evaluation of CDRH staffing, infrastructure, policie.s, 
and practices pertaining to medical device software; 

• By December 31, 2012, review remaining Class 111 pre-amendment medical devices; 

• By December 3 1 , 201 2, launch the Experiential Learning Program (ELP) to enhance 
premarket reviewer knowledge of how medical devices are designed, manufactured, and 
utilized by providing real-world learning opportunities; and 

• By December 31. 2012, launch tlieCDRH Leadership Enhancement and Development 
Program (LEAD) to provide CDRH managers and supervisors information and tools to 
ensure effective leadership. 

We believe the actions that we've taken and plan to take in the future w'ill have a positive 
impact on the device review process by providing greater predictability of data requirements 
through guidance, reducing unnecessary data requests through training and policy and process 
changes, implementing policies to appropriately balance benefit-risk determinations, using 
extenial experts more extensively (consistent with conflict-of-interest guidelines), creating 
incentives to conduct clinical studies first in the United States, speeding up IDE approval 
decisions, implementing the Innovation Patliway 2.0 (a priority review program to expedite 
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di;%'ciopnieiit, assessment, and review of important technologies), and in.slitiiting efficiencies in 
the ]5remarket review process. 

For example. I'm pleased to report that, consi.stent witli our many improvemeiit.s to the 
510(k) program, the recent increase in tlie "not substantially equivalent" (NSE) rate" appears to 
be turning around. For manufacturers and FDA, NSE determinations often represent an 
inefficient use of time and resources. NSE detenninations require .significant Agency resources 
and time, yet fail to result in the marketing of a new product. As shown in the chart below, ftom 
a peak of 8 percent in 2010, the NSE rate has decreased to 5 percent in 201 1 , Just as important, 
we also may be seeing a reversal in the trend of declining rate in Substantially Equivalent (SE) 
decisions that clear a 510(k) submission for marketing. After several years of declining 
percentages, reaching a low of 73 percent in 2010, SE rates increased by 5 percent in 201 1, as 
shown in the chart below. 
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Among the reasons that 510(k) submissions result in NSE detenninations are: lack ofa suitable predicate device; 
intended use of the new device is not the same as the intended use of the predicate; technological characteristics are 
different from those of the predicate and raise new questions of safely and effectiveness; and/or perfomtance data 
failed to demoiLStrate tliat the device is as safe and effective as the predicate. The vast majority of NSE decisions are 
due to the absence of adequate perfomiance data, sometimes despite repeated FDA requests. 
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To best serve patients, both the medical device industry and FDA must Itave the 
flexibility to be innovative and entrepreneurial. CDRH must contitiue making critical 
improvements to our device program. .At the same lime, the medical device industry and CDRH 
must continue to work togetlicr to eirsure that the Center receives high-quality submissions that 
contain the information we need to make well-informed and titnely decisions. Finally, CDRH 
must have adequate and stable resources to get the job done right and quickly. Timely 
reaufhorization of MDUFA, ns well as the Congressional appropriations process, is critical to 
achieving these goals. 

Moving Forward: Reauthorization of MDUFA 

When MDUFA was reauthorized in 2007, Congress directed FDA to take additional steps 
to ensure that public stakeholders would have adequate opportunity to provide input to any 
program enhancements. In addition to FDA receiving input from stakeholders during an initial 
public meeting in September 2010, as directed by Congress, we have been meeting with 
stakeholders, including representatives of patient and consumer groups, since January 201 1 and 
have been making the minutes of those meetings available to the public. 

Since January 201 1, we also have been holding discussions with the medical device 
industry in an effort to develop a package of proposed recommendations for MDUFA 
reauthorization. We were pleased to announce last week that FDA and representatives from the 
medical device industry have reached an agreement in principle on those proposed 
recommendations. This agreement in principle, which would authorize FDA to collect $595 
million in user fees over five years (plus increases based on inflation), strikes a careful balance 
between what industry agreed to pay and what FDA can accomplish with the amount of funding 
proposed. We believe that it will result in greater predictability, consistency, and transparency 
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through a number of improvements to the review process. 

Tlie agreement in principle reached by FDA and the medical device indiisti'y includes 
inimerous impoilant improvements to the MDUFA program, including: 

• Earlier and more transparent and predictable interactions between FDA and the 
applicant, both during the early product development or ■'pre-submission" stage as 
well as during the review process: 

• More detailed and objective criteria fordetemiiniiig when a premarket submission is 
incomplete and should not be accepted for review; 

• More streamlined FDA review goals that will provide better overall perfomiance and 
greater predictability, including a commitment to meet with an applicant if FDA's 
review of their submission extends beyond the goal date, so that the parties can 
discuss how to resolve any outstanding issues; 

• Additional resources to support guidance development, reviewer training and 
professional development, and an independent assessment of the pre-market review 
process to identify potential enhancements to efficiency and effectiveness; 

• More detailed quarterly and annual reporting of program performance; and 

• A joint commitment between FDA and industry to accomplish shared outcome goals 
to reduce the total average calendar time to a decision for PMAs and 510(k)s. 

Once the final details of the agreement in principle are resolved, as required by statute, 
FDA will prepare a package of proposed recommendations based on that agreement, will pre.sent 
that package to the relevant Congressional committees, and will seek public comment on the 
proposed recommendations by publishing them in the Federal Register and holding a public 
meeting. The Agency will then consider the public’s views and comments, revise the proposed 
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reco)iiiiiendatioiis as necessary, and transmit a final package of recommendations to Congress, 
along with a .summary of the views and comments that were received and any chaiige,s that were 
made to the pro| 30 sed recommendations in response to the public's views and comments. 

While we work with all interested stakclioldcre and Congress toward rcauthorizafion of 
MDUFA in order to provide adequate and stable funding for the program, we will also be 
moving forward with our ongoing CDRH program improvements, focusing on smart regulation 
that will facilitate device innovation. As these new policies and processes continue to be 
implemented, wc expect to see notable improvements in the consistency, transparency, and 
predictability of our preraarket review programs. 

Smart Reaulation's Role in Assuring Patient Safety 

As we continue to look for ways to improve our ability to facilitate innovation and to 
speed safe and effective products to patients, we must not lose sight of the benefits of smart 
regulation to the medical device industry, to patients, and to society. Smart regulation of medical 
devices results in better, safer, more effective treatments as well as worldwide confidence in, and 
adoption of, the devices that industry produces. 

We at FDA see daily the kinds of problems that occur with medical devices that are 
poorly designed or manufactured, difficult to use, and/or insufficiently tested. We appreciate the 
concern that some devices come on the market in the European Union (EU) before they do in the 
United States, While we want devices to be available to American patients as soon as possible, 
consistent with U.S, law, they need to be botli safe and effective. The U.S. system has served 
patients well by preventing devices from entering the U.S. market that were later shown to be 
unsafe or ineffective,’" 


'■ See, c.g.. D. Cohen and M. Billingsley, “Europeans Are Left to Their Own Devices," British Medical Journal, 
342:d2748 (201 1), available al hup:d\c\v^.hn>J,iimvc<)mcnt/3,J2d^mj.d274H. 
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Some ha\'e suggested that the United States adopt the medical device regulatory system 
of the EU. Yet, outside tlie United States, pressure is growing toward greater premarket scrutiny 
of medical devices. A recent report from the Belgian Health Care Knowledge Centre (a 
governmental agency that produce.? studies to advise policy-makers when deciding on health care 
and health insurance)'"' concluded that "[llor innovative high-risk devices the future EU Device 
Directive should move away from requiring clinical safety and •performance' data only to also 
require pre-market data that demonstrate "climcal efficacy,'" and "[t)he device industry should 
be made aware of the growing importance of generating clinical evidence and the specific 
cNpertise this requires."''' 

There arc significant differences between the EU and U.S. medical device review 
systems. In the EU, manufacturers must demonstrate safety and performance, while in the 
United States the standard for approval is safety and effectiveness. In the EU, more than 70 
private, non-govemniental entities called ’‘Notified Bodies" review and approve devices by 
giving them a "CE mark," These decisions are kept confidential and not released to the public or 
to EU regulatory bodies. In fact, the EU doe.s not have one centralized regulatory body. Instead, 
each country can designate an entity as a "Notified Body." yet the decision of one Notified Body 
applies to all EU countries. 

Because of these factors, it is impossible to track medical device approvals, adverse 
events, or recalls in the EU, since there are few to no publicly accessible, centralized systems for 
collecting and monitoring infonnation about medical device approvals or safety problems. The 
use of Notified Bodies has been criticized as encouraging “forum shopping” by sponsors to 


Additional infonnation about the Belgian Health Care Knowledge Centre, and iLS nii.ssion and activities, is 
available at tnpsr .h r.fgev.he conteri/e.bmn-the-kee, 

Belgian Health Care Knowledge Centre, 'The Pre-market Clinical Evaluation of Innovative High-risk Medical 
Devices," KCE Reports 158 {201 1) at p. vii, available at hnpr/mv^v.kce.tgav.bcamtir: eiLa\px‘\^tGHEf -2026^7. 

See "Recast of the Medical Devices Directives: Public Consultation,” available at 
t:Pp:‘ er.ruropa.niairsiruers rcctorxnm'ibudxiei -ast aocr_20ii,S/piihtic LOiiruhatim; eirpdf, 

European Commission, "Guideiine.s on Medical Devices: Clinical Evaluation: A Guide for Manufacturers and 
Notified Bodies" (Dec. 2009). at p. 4, available at httprti^eeuropiLeutheaUhrmeJkar 
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identify those Notified Bodies witli the most lax operating standards, and tlie varying levels of 
expertise among Notified Bodies has been critiqued. 

In May 201 1 . the European Society of Cardiology (ESC) issued a "case for reform" of 
the European medical device regulatory system: that body's recominendalions included creating 
a unified regulatory system, imposing stronger clinical data requirements, and requiring more 
accounlabiiity for Notified Bodies."’ The ESC cited examples of several different cardiovascular 
technologies that were implanted in patients in the EU that were later proven to be unsafe and/or 
ineffective through clinical trials required under (he U.S. system, and were subsequently 
removed from the European market. 

Also in May 20 1 1 , a series of feature articles was published in the British Medical 
Journal, criticizing the opacity of the European medical device regulatory system, and raising 
concerns about the regulation of high-risk devices and how well they are tested before coming on 
to the European market.'^ Several of the featured articles cited the FDA system's transparency 
as helping physicians to make infonned decisions about which devices to use and providing 
patients with access to infomiation about the devices that will be used on them. . 

Most recently, France's Directorate General for Health and its consumer safety body 
AFSSAPS'* issued a report''* urging stronger national and European regulation and monitoring 
of medical devices. In an accompanying statement, France’s Minister of Health, Xavier 


See "Clinical evaluation of cardiovascular devices: principles, problems, and proposals for European regulatory' 
refonn," Fraser, ct al., European Mean Journal, May 2011. 

"The Trulh About Medical Devices," British MedicalJournal, vol. 342, at pp. 1115-1130 (May 21, 2011), 
available at iu!p;/:^\^%ri>x\hnij\com'ani!cnf/342/7S07iFi'aiu/\'.fitli.pti/iDtbQTah Cohen, “Out of Joint: The Story of the 
ASK," BriiLsh MedicalJounml 20\]', 242:62905: Deborah Cohen and Matthew Billingsley. “Medical Devices: 
European Patients Are Left to Their Own Devices,” MedicalJournul 2011: 342:d2748); see also Fiona 
Godlee, “Editorial; The Trouble With Medical Devices,” British Medical Journal 201 1 ; 342;d3 1 23, available at 
hiip:/hvm\\hmjxamU:ontent,\U2jhmJ.dM2S.full:, Car! Heneghim et ai., “Medical-Device Recalls in the UK and the 
Device-Regulation Process: Retrospective Review of Safety Notices and Alerts,” BMJOpen (Tvlay 2011), available 
at iiitp:/‘hnijopcn.bmi.t-(>mjcoi}U‘ii!.'exirly>2(H i/0S/l2/hnjopcn~20l l-i)i)i}l55-.fuiLpdi. 

Agence fran^aise de securife saniiaire des produits de sante, France's Agency for the Safety of Health Products. 

Sec AFSSAPS, “Poly Implant Proth^se: remise d’un rapport de la DGS et de I'Afssaps aux ministres charges de la 
same - Communique,” avuiloble at hitp. afssapsSi/indvx.php/injos-de-seairUe/Cyimmumques-Poims- 

pri'sscjPotv-bnpUua-Frothe^v-remist-(i-un-iappori-(ieda-DGS-vi-d<: I Afssaps-imx--numsti\x-chargi.'s-dcda-sante- 
Comnniniijur . 
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Bertrand, said that European Union rules on regulating and monitoring medical devices ■’must be 
radically overhauled."’*' 

FD.4 continues exploring ways to get medical products to patients with serious and life- 
threatening diseases or conditions faster, but lowering U.S. approval standards isn't in llie be.st 
interest of American patients, our health care system, or U.S. companies whose success relies on 
the American public's confidence in their products. We are pleased that a U.S. medical device 
industry trade association, AdvaMed, has stated that it supports maintaining our current rigorous 
standards of safety and effectiveness for marketing medical devices: "The medical technology 
industry has long recognized that a strong and well-functioning FDA is vita) to maintaining 
America's preeminence in medical technology innovation, and we support the current regulatory 
framework in the U.S.'""' 

CONCLUSION 

Over the course of MDUFA II, and especially during the last two years, CDRH has been 
working, with extensive input from industry and other stakeholders, to take concrete actions 
toward creating a culture change toward greater transparency, interaction, collaboration, and the 
appropriate balancing of benefits and risks; ensuring predictable and consistent 
recommendations, decision-making, and application of the least-burdensome principle; and 
implementing efficient processes and use of resources. These actions — geared toward a system 
of smart regulation — have already started to have a measurable, positive impact on our 
premarket programs, and wc fiilly expect that positive trend to continue as we proceed to 
implement the improvements we have committed to make. 

See 'Trance Call.s for Europe-wjde Coniro! on Prosthetics following PIP Breast Implant Scare," The Telegraph 
(Feb. i, 2012), available at / i> vjek'graph.eo.tikrheiiHlh-vaeecu j,he(tlth-Vll542H2-Trance~caUs-for-Europe- 
wuk’-eoinra!-aa~pro.K!het M / J g PIP-hreesT-iuipiam-saireJumL 

-Advanced Medical Technology Association (AdvaMed), "AdvaMed Statement on the House Energy and 
Commerce Subcommittee Hearing on FDA Device Regulation" (July 20, 2011). 
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while wc work with industry, other slakcholdei-s, and Congi ess in the statutory process 
toward the rcauthoiization of medical device user fees, in order to ensure adequate and stable 
funding of the program, we are also continuing to move forward with CDRH program 
improvements, MDUFA 11 is scheduled to expire on September 30, 2012, and FDA is ready to 
work with you to ensure timely reauthorization of this critical program. If we are to sustain and 
build on our record of acconiplishnient, it is critical that the MDUFA reautliorization occurs 
seamlessly, without any gap between the expiration of cun'ent law and the enactment of MDUFA 
HI. At the same time, we must remain mindful that, unlike the PDUFA program, in which fees 
fund more than 60 percent of drug review costs, user fees under MDUFA 111 (as described in the 
recently announced agreement in principle] will fund about a third of the total cost of the medical 
device premarket review process, making it important to keep these resources focused on the 
performance goals identified in the MDUFA agreement. 

Mr. Chainnan and Members of the Subcommittee, I share your goal of smart, streamlined 
regulatory programs. Thank you for your commitment to the mission of FDA, and the continued 
success of our medical device program, which helps to ensure that patients and practitioners have 
access to safe and effective innovative medical technologies on a daily basis. 1 am happy to 
answer questions you may have. 
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Mr. Pitts. The Chair thanks the gentleman, and I will now begin 
the questioning and recognize myself for 5 minutes for that pur- 
pose. 

Dr. Shuren, Chairman Upton and I have set a deadline of reau- 
thorizing the user fees by the end of June. We received the three 
other user fee proposals by January 15th but we did not receive the 
medical device user fee proposal as required under statute. Given 
the need to reauthorize the user fees as soon as possible, let me 
ask you a two-part question. Number one, when will FDA send us 
the legislative language and proposed agreement for the medical 
device user fee so that the committee can begin its work, and two, 
what specific steps does the administration plan to take to expedite 
the process so the committee can get the device information as soon 
as possible? 

Mr. Shuren. So the plan we have put in place and what we have 
asked of the administration is for expedited review of a proposal so 
that we can get the proposal out to you and out to the public as 
we move into March, and so you will be able to see what we are 
proposing, we will get the public comments, we will wrap up on 
that. We have to follow that process. And then we will have the 
final package. But you will be able to see that proposed package, 
and our goal is to try to do that in the next few weeks. 

Mr. Pitts. By mid-March? 

Mr. Shuren. That is approximately the time, and that is what 
we have been asking the administration to support us in doing. 

Mr. Pitts. All right. The medical device legislation introduced by 
our committee members and Mr. Paulson of Minnesota contains 
critical improvements aimed at making FDA’s regulation of medical 
devices both premarket and postmarket more predictable. This pre- 
dictability is critical to getting life-saving devices to our Nation’s 
patients and their families, as we have heard from Marty Conger, 
Carol Murphy and Pam Sagan at our O&I hearing in July. It is 
also critical in keeping medical device jobs in the United States, as 
we have heard from numerous innovators throughout the past 
year. 

We have heard some argue that these device bills aren’t nec- 
essary because FDA is fixing the problem. That is a little hard to 
believe. For example, that is what FDA has told us about the pre- 
amendment class III devices for the past 20 years, and the problem 
still isn’t fixed. Class III devices are still going through the 510(k) 
process. Frankly, we don’t have 20 years or even 6 months to wait 
for FDA to fix the problems. Our Nation’s patients and innovators 
need help now. So my question is, will you commit to working with 
us on this legislation so we can help our Nation’s patients and help 
keep American device jobs here in the United States? 

Mr. Shuren. Mr. Chairman, we would welcome the opportunity 
to work with you on legislation. 

Mr. Pitts. We will follow up with that. Thank you. 

What is the status of the unique device identifier rule? 

Mr. Shuren. So we have completed the rule. It is now currently 
under review at the administration and we are waiting for their 
approval to move forward with it. 

Mr. Pitts. Five years ago, the committee passed the reauthoriza- 
tion of the medical device user fee, and when we voted for that bill. 
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we did so expecting that FDA would meet its end of the deal. It 
appears that that hasn’t happened. FDA has failed to meet many 
of the MDUFA goals, and during the past 5 years, we have seen 
the total time it takes from submission to FDA decision rise dra- 
matically. Given that track record, why should we believe that you 
are going to meet the goals you agreed to in the proposed user fee 
package? 

Mr. Shuren. Well, I won’t belabor the point that there are some 
things that but for the user fee act, we would not have been able 
to enhance, but we agree, we are not happy with where the pro- 
gram is; industry is not happy with where it is. There are funda- 
mental problems right now. Some of that is on our part, and that 
is why I made a public commitment to make those changes and 
started last year, regardless of whether we saw user fee dollars or 
not, and we are moving forward on those. 

But by the same token, there are problems with the program 
that we cannot solve without funding. I have high staff turnover 
rates, just like the drug program had 10 years ago, because of too 
much work on their plate. We don’t have enough managers to pro- 
vide good oversight. The ratios are running from 1:14 up to 1:25 
under a front-line manager. That is untenable in any business, and 
I can’t solve that with changes in policies and processes. I can only 
change that with having the people to do the work, enough man- 
agers and enough staff to do the work. That is what comes out of 
the user fee dollars. And together, making those program improve- 
ments that we have underway, having the dollars from industry 
and having smart performance goals in place can help us achieve 
a successful program and the outcome we all want to see from de- 
vice review. 

Mr. Pitts. I have just 20 seconds left. What metrics are included 
in the agreement to make sure you can meet your goal? 

Mr. Shuren. In the MDUFA agreement? 

Mr. Pitts. Yes. 

Mr. Shuren. So there are performance goals that pertain to FDA 
time but also to the average total time to the decision. So these are 
the things that happen that are not quite under our control but by 
putting in certain process improvements of greater engagement 
and interaction with industry, with the companies as we move for- 
ward during the review, our hope is that with that and with the 
more staff on board, we can actually bring down the total time for 
making a decision, which we think is an important indicator, 
through those improvements. We also have goals that go towards — 
it is predominantly to the performance on different kinds of appli- 
cations. 

Mr. Pitts. The Chair thanks the gentleman and recognizes the 
ranking member, Mr. Pallone, for 5 minutes for questions. 

Mr. Pallone. Dr. Shuren, I wanted to ask about the 510(k) proc- 
ess, and first commend you for the focus you have given to improv- 
ing it. I have been interested in how to fix it for a long time. In 
fact, when I was the chairman of the subcommittee, we held a 
hearing in 2009. Quite frankly, both before and after that hearing, 
I was of the opinion that the 510(k) process was broken, so I am 
glad that FDA has focused its attention on resources and how to 
improve it. 
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I have seen your 510(k) action plan and the amount of work that 
CDRH did on this topic is pretty impressive. What is your sense 
of the 510(k) program now? Is it operating better? Is there more 
predictability and consistency? And what steps on your action plan 
would you categorize as game changers? 

Mr. Shuren. So the program is not where we would like it to be. 
We are not seeing the performance from it that we would like to 
have, but we are starting to see some early indicators, if you will, 
the canaries in the coalmine, suggesting instead of them dying 
from gas, that actually they are doing better. So starting almost 10 
years ago, we saw the requests for additional information on 
510(k)’s go up and up and up steadily. We saw total review times 
going up and up and up. We saw the backlog of 510(k)’s going up 
and we saw the percent of 510(k)’s being cleared going down. In 
2011, for the very first time we are seeing the percent of additional 
requests on 510(k)’s starting to dip for the first time the other di- 
rection. We are seeing that the percent of 510(k)’s being cleared 
has been going up. I put all this information, by the way, in my 
written testimony. In 2012, that number, that percent of clearance 
actually went up beyond 2011. We are seeing the backlog go down. 
So all of these are early signs but I don’t think you are going to 
see the real benefit from it until many of our policies go into effect. 

Game changers right now — simple smart business process im- 
provements to assure that critical decisions like asking for addi- 
tional information are not made in the lowest parts of our center 
but they are made at the right level of management, which is why 
I need enough managers to provide that oversight. In fact, we cre- 
ated a Center Science Council of our most senior people to oversee 
the most important decisions. We are putting in new policies to 
incentivize starting clinical trials in the United States earlier. You 
get the clinical studies started here first, you keep the technology 
here because the companies come back to the same doctors over 
and over again, and also having benefit-risk framework that is 
much more focused on taking into account what patients are will- 
ing to tolerate for risk because they are the ones who get the de- 
vices, not my reviewers. 

Mr. Pallone. Thank you. Let me ask you about the conflict of 
interest in these scientific experts for the advisory panels. We have 
heard from a number of parties that the conflict of interest provi- 
sions are not working and are excluding legitimate experts. When 
the Commissioner was here 2 weeks ago, she indicated that there 
have been challenges at FDA in filling the advisory panels. Would 
you agree that CDRH is having similar challenges? 

Mr. Shuren. We do face challenges in moving forward, which is 
why we agree with you. You consider this an important issue; we 
consider this an important issue. And although we have not found 
a legislative fix yet that has a significant difference, we think this 
is something worth exploring. One of the reasons I would like to 
take the chairman up on his offer to work on legislation focused on 
this area is one of those areas. We are looking at internal process 
changes, are there other things we can be doing to sort of reduce 
those challenges we face. 

Mr. Pallone. I know when you testified before the Senate 
Health Committee in November, you indicated willingness to en- 
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gage with the Senators, so I guess I am getting the same assurance 
from you today on this. 

Mr. Shuren. Yes. 

Mr. Pallone. All right. Chairman Pitts talked about the UDI, 
and I think it is unfortunate that after 5 years, I think we should 
be closer on implementation on what I consider a very critical com- 
ponent. But what I wanted to ask you is, could you explain how 
UDI will interact with other postmarket authorities that FDA has 
in the device space and other initiatives that you have underway? 

Mr. Shuren. So unique device identifier will allow us to link the 
use of a device with a patient’s experience with the device. So data 
is collected every day as a part of routine clinical practice, and we 
can’t tap into that without a UDI. That is why that unique device 
identifier is a game changer, and it will allow us to move forward 
to have more robust postmarket surveillance systems that then in- 
dustry and we can take advantage of and health practitioners and 
others in the following ways. If we have more robust postmarket 
surveillance, when there are problems, if we can identify them 
more quickly and get on top of them, it doesn’t mean the device 
comes off the market. It means that we address it, and you don’t 
get the front-page stories in the newspapers because you don’t have 
so many people exposed. You have a better infrastructure that al- 
lows companies to conduct postmarket studies at lower cost be- 
cause the infrastructure is there, and it will allow us to make bet- 
ter use of postmarket data to reduce the burden for premarket data 
requirements for some devices. In fact, if we are properly author- 
ized, we may be able to even shift some of the premarket data re- 
quirements to the postmarket setting. But these are all things we 
could do in the future and a unique device identifier is critical to 
making that happen. 

Mr. Pallone. Thank you. 

Mr. Pitts. The Chair thanks the gentleman and recognizes the 
vice chairman of the committee. Dr. Burgess, for 5 minutes for 
questions. 

Mr. Burgess. Thank you, Mr. Chairman. 

Dr. Shuren, in this committee we worked on this a lot over the 
years, and it seems like there is a repetitive stream of people in 
my office talking about difficulties they are having in this arena. 
So I don’t think there is any question that we have a problem. The 
problem generally seems to be with predictability and consistency 
at your agency, and whether we all agree with where the problems 
are and whether we all agree with how much activity is leaving our 
shores, I don’t think there is any question that some is, and the 
President’s own Jobs Council has raised this issue, and specifically 
they commented, quoting from them, “Our medical innovation sys- 
tem is in jeopardy. Investment in life science area is declining at 
an alarming rate because of the escalating cost, time and risk of 
developing new drugs and devices. While many factors contribute 
to the decline, an important factor is the uncertainty surrounding 
the FDA regulatory environment.” 

So this is not House Republicans, this is the President’s Jobs 
Council. This is the administration that is voicing concern with the 
predictability and consistency within the FDA. How do you respond 
to what the Jobs Council is telling us? 
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Mr. Shuren. I think you can add me and my own staff, who have 
our own concerns about the program as well, and I will say in 
terms of the Jobs Council, when they then came out and said what 
things you might want to look at for the medical device program, 
one of their recommendations was to have a benefit-risk determina- 
tion framework that is much more focused on looking at patient 
tolerance for risk. We appreciate that, because when they came out 
with that recommendation, we had actually already proposed such 
a framework over the summer. In fact, we are finalizing it right 
now and we have committed and are already set to put out the 
final document and implement it come the end of March. 

Mr. Burgess. But again, you know, I just can’t stress this 
enough. There is a steady stream of people that come in to see me 
and I suspect other Members of Congress have similar stories 
where there is a problem, and the problem seems to be centered 
at the Center for Devices and Radiological Health. It is clearly 
something that needs your highest attention and I look forward not 
just to your framework but we actually look forward to some per- 
formance on this, and as I reference in the opening statement, we 
can’t just be upping in the dollars and decreasing the performance, 
and unfortunately, that seems to be the direction we are going. 

Let me ask you a couple of specifics on some of the things I ref- 
erenced. Some of the draft guidance that is coming out of your area 
where it appears that you are increasing your jurisdiction and you 
territory, and I am not sure that is in everyone’s best interest and 
specifically in your best interest, but what about the draft guidance 
for industry and staff on the in vitro diagnostic products that are 
labeled for research use only and investigational use only? This is 
something that came out of your office, and depending upon the 
stage of development, such components are officially labeled re- 
search use only, investigational use only. That means they are nei- 
ther sold nor marketed as clinical devices nor offered as services 
such as laboratory-developed tests, but they may be useful in devel- 
oping new devices. So now it looks like your agency is wanting to 
regulate even the devices that are used to help develop the devices. 
Have I read that correctly? 

Mr. Shuren. Well, components that are being used as a part of 
the device are part of the device, and we regulate that. You know, 
the policy 

Mr. Burgess. Well, let me ask you this then. Specifically, what 
are some of the deficiencies that you saw that required you to issue 
this draft guidance? 

Mr. Shuren. That there were companies who were actually say- 
ing that this particular device or analyte was for research pur- 
poses. They were actually marketing it for commercial use. So this 
policy is to clarify in terms of what you need to do to be very clear 
on, is this truly for research and how you handle that, or is this 
actually being used in patient care, and that is what it is trying 
to clarify. 

Mr. Burgess. And again, give us an idea of the scope of the prob- 
lem of this. Is this something that you are bumping up against all 
the time or is this something that has happened and you are trying 
to get in front of it? 
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Mr. Shuren. No, it is something we have heen running into and 
we continue to see, and that is why we have a policy to clarify it. 

Mr. Burgess. And can you provide us on the committee with 
some examples of that so we can better understand why this mis- 
sion creep is going on at your center? 

Mr. Shuren. We would he happy to come back and give you 
some very specifics, give you a list of examples. 

Mr. Burgess. And once again, this doesn’t seem to be the flexi- 
bility built into this. It is kind of an all-or-nothing phenomenon, 
and one of the complaints we get is, there is no flexibility within 
the Center for Devices and Radiological Health. Is that something 
that you can help us with? 

Mr. Shuren. First of all, I would say actually we are more flexi- 
ble than people give us credit for. 

Mr. Burgess. Fair statement, because you are not getting any 
credit at all right now. 

Mr. Shuren. I know. I mean, I will give you an example. We just 
recently approved a device for tears in the large artery in the chest, 
and in terms of flexibility, we actually approved that device based 
upon just 51 patients followed for just 30 days, very small, not ran- 
domized, no controls, and we did it in less than 180 days. So the 
opportunities are there. The changes we are trying to make in the 
program are also to ensure we have flexibility where we need to 
do it but we are also consistent in how we apply it, and like I said, 
we made some process improvements that just went in the end of 
last year. There are a lot of policy changes, good policy changes, 
but as you know, as a Federal Government agency, we have to get 
public comment. That is a good thing. We get lots of perspectives. 
The downside is, it takes more time. So most of the things we are 
trying to improve actually don’t start getting finalized and kicking 
in until this year. 

Mr. Burgess. We want you to be consistent. That is part of our 
goal as well, but I would appreciate you providing us some data on 
this because some of the stuff we are hearing does not comport 
with what you are telling us. 

Thank you, Mr. Chairman. I will yield back. Maybe we will have 
time for a second round. 

Mr. Pitts. The Chair recognizes the ranking member of the full 
committee, Mr. Waxman, for 5 minutes for questions. 

Mr. Waxman. Thank you, Mr. Chairman. 

Dr. Shuren, one of the bills included in the Republican package 
would make significant changes to the device center’s so-called 
third-party review program. Currently, that program permits third 
parties to review certain 510(k) applications and provide rec- 
ommendations to FDA on whether the agency should clear a par- 
ticular device, then FDA has 30 days to make a final decision. That 
is what the law is now. The Republican bill would alter this 
scheme to make the third party’s recommendation binding on FDA 
if FDA fails to respond in 30 days. The bill also would expand the 
types of devices that these third parties are permitted to review to 
include permanently implantable or life-sustaining or -supporting 
devices. These outside reviewers are not currently allowed to re- 
view these devices. I think these changes are very worrisome. 
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Would FDA be concerned about these kinds of changes to the pro- 
gram? 

Mr. Shuren. We are deeply concerned about these changes. I 
mean, the hard stop, the default about their decision going into ef- 
fect if we don’t make a decision actually can have the perverse im- 
pact also of our being in a position to actually not approve that 
product. That actually can spell the death knell for the third-party 
review program, and I don’t think that was really the intent behind 
the bill but that is probably the outcome that will likely happen. 

Expanding the scope of the devices, I will tell you, there are over 
a thousand devices that are already eligible for third-party review. 
I mean, for 510(k), most of the 510(k)’s would be eligible. We have 
gone through the different categories and we have said almost 75 
percent — the number may in fact be higher — could then be eligible 
of that set for third-party review. The problem is, that program 
hasn’t worked all too well, and one of the big challenges we face 
is that those third parties don’t have access to the confidential in- 
formation that we do. So as a result, they end up coming back 
sometimes with decisions that are not fully informed. 

For example, we may have already spoken to a company about 
what they need to do, they came to us, and then they go separately 
to a third party. They have no idea what that conversation was, 
and as a result, they can’t take advantage of it. That is the chal- 
lenge we really face in getting that program 

Mr. Waxman. Well, I was concerned about this program when we 
implemented it in 1997. I was never comfortable with the concept 
of having external third parties who have the potential for conflict 
of interests on their own reviewing these important devices. So 
when I read this bill, I was very worried about the changes that 
they put in place. After hearing your further description of the im- 
pact it would have, it makes me even more concerned and I feel 
very uncomfortable with these further changes. It is like the XL 
pipeline resolution. When you force a decision, you get a bad deci- 
sion. 

Another of the Republican slate of bills, the Premarket Predict- 
ability Act of 2011, would make certain changes to three key areas 
of FDA’s device regulation: one, to FDA’s oversight over the inves- 
tigational device exemption, two, to the so-called least-burdensome 
provisions, and three, to the procedures for appealing decisions 
through the Center for Devices. I want to start with the changes 
to the least-burdensome provision because those are the most trou- 
bling to me. 

This language was added to FDA’s statute as part of the 1997 
Food and Ilrug Administration Modernization Act at a time when 
the industry was asserting that FDA was requiring too much of de- 
vice manufacturers and stifling innovation, strikingly similar to 
what we hear still today, and in essence, these provisions say that 
FDA must consider the least-burdensome means of demonstrating 
that a device is effective when the agency makes its approval or 
clearance decisions. So in other words, FDA should consider wheth- 
er clinical data are necessary if there are other less-burdensome 
means for demonstrating that a device can be marketed. 

The Premarket Predictability Act would change this provision by 
adding more-specific language like requiring FDA to consider alter- 



42 


native approaches to clinical data in evaluating device effectiveness 
“in order to reduce the time, effort and cost” and directs FDA to 
consider “alternatives to randomized controlled clinical trials and 
the use of surrogate endpoints” when clinical data are necessary. 
This seems to me overly prescriptive. Why would Congress he dic- 
tating to our premier scientific regulatory body what type of clin- 
ical data it should consider? It is also concerning because it seems 
that it can make it harder for FDA to require clinical data even 
when the agency believes it is necessary. I know that some of the 
language in this bill was lifted from FDA’s 2002 guidance imple- 
menting the least-burdensome provision but it looks like there 
were some changes to that language that could be significant. Can 
you comment on this? 

Mr. Shuren. Yes. First, let me say, I support the least-burden- 
some principle. I think as a general matter, it is good government 
and I support the policy we put back in our guidance in 2002. That 
is why I reemphasized it to my staff last year in email. It is why 
we are actually tailoring our guidance so we apply it specifically to 
specific devices. 

I do have concerns regarding this legislation because as it is 
drafted, we are reading it as lowering the standards in the United 
States for devices coming on the market, and that concerns us, and 
also to the extent there is a difference in that language in the bill 
versus our guidance, we have to reconcile those differences, which 
means we have to change the current policy. If folks think we have 
the right policy but we are not applying it consistently, that is a 
different issue. Now, we do have concerns about not applying it 
consistently and that is why we put in process improvements to as- 
sure that we are getting the right level of sign-off on any decisions 
for actually trying to ask for more information or doing something 
different than we did before, and oversight on decisions to make 
sure we are applying the least-burdensome principle. That is the 
problem we think needs to be fixed and that is the one we are al- 
ready working on. 

Mr. Waxman. Thank you. 

Thank you, Mr. Chairman. 

Mr. Pitts. The Chair thanks the gentleman and recognizes the 
chair emeritus of the committee, Mr. Barton, for 5 minutes for 
questions. 

Mr. Barton. Thank you, Mr. Chairman. 

I think it is better to have a third-party review than to have it 
sit on a bureaucrat’s desk at the FDA and not get reviewed at all, 
but that is just me. 

Mr. Chairman, I want to put into the record a study of October 
2011 by the National Venture Capital Association and the Medical 
Innovation and Competitive Coalition. I am going to put the entire 
study in the record, but I want to just give some of the bullet 
points. 

This study was done in October of last year, and its conclusion 
and summary is that venture capital companies in the United 
States are decreasing their investment in biotechnology and med- 
ical device startups in the United States. They are reducing their 
concentration in critical therapeutic areas and they are shifting 
their focus away from the United States towards Europe and Asia. 



43 


The primary reason is because of FDA regulatory challenges. In the 
last 3 years, they have decreased by 40 percent their investments 
in medical devices. In the next 3 years, they expect to decrease it 
again by 42 percent, and 61 percent of the respondents cited as 
their primary reason regulatory challenges at the FDA. I am sure 
that you have seen this study or at least the summaries of it. Doc- 
tor? 

Mr. Shuren. Yes, I have seen it. 

Mr. Barton. Now, the proposal that the industry and your de- 
partment have agreed to doubles the user fees per year for the 
next, I think, 4 or 5 years. The current PMA fee right now I believe 
is $220,000. Is that correct? 

Mr. Shuren. That is correct, for full fee. If you are a small busi- 
ness, it is $55,000. 

Mr. Barton. What does it go to in this proposal that we have 
yet to see? 

Mr. Shuren. So we are finalizing those details but we are think- 
ing at the end of 5 years it would be about $267,000, $268,000, so 
it will go up by about $48,000, and it was actually a little bit high- 
er last year. We reduced it, because by law, if we collected a little 
bit more money, we had to reduce the fees so we reduced the fees 
this year. 

Mr. Barton. And what does the small company fee go up to? 

Mr. Shuren. I think it is about $67,000. 

Mr. Barton. And what is the level at which you are eligible for 
the small company fee? 

Mr. Shuren. If your annual sales or receipts are $100 million or 
less. 

Mr. Barton. And is that what it is in the current? So is that 
changed or unchanged? 

Mr. Shuren. No, that has remained the same, and you can com- 
pare this on the drug side. NDA is the complement on the drug 
side. That fee is $1.8 million. 

Mr. Barton. And I am sure. Doctor, that you are aware that in 
the new health care law that passed several years ago, there is a 
2.3 percent tax on medical device companies, and it is expected to 
raise $20 billion over the next 10 years. 

Mr. Shuren. I am aware of the tax. 

Mr. Barton. Why could we not use some of that money and have 
no fee increase at all? 

Mr. Shuren. The tax isn’t under our purview. That is a question 
for the administration. But I will say the concern about dollars, 
and I recognize, you know, for industry, to ask them to pay more, 
you know, they are figuring out how to do that. But I will you, 
$595 million over 5 years, compared to what you heard the other 
week on the Generic Drug User Fee Act, over 5 years, they are 
going to collect about $1.5 billion, and the Prescription Drug User 
Fee Act over 5 years is going to collect almost $3.5 billion. So I ap- 
preciate the industry paying more and they made compromises, we 
made compromises to get to where we are, but to look at us and 
say that we are asking for way too much, the drug program is 
going to get six times the amount in user fees over 5 years than 
us. Even generic drugs, a smaller program, is going to get 3 times 
the amount. 
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Mr. Barton. I appreciate that, but your current medical fee is 
$287 million, and under this proposal, it doubles. 

Mr. Shuren. Well, not the individual fees to companies, the col- 
lections. You know, things like — most of the small companies make 
the 510(k) devices, and the fee right now is about $2,000, and 
under the changes being made over 5 years it would go up to about 
$2,600. They also pay a registration fee, and many of them have 
one facility. That right now is about $2,300, and it might go up to 
$3,800. If you look at the drug side, a registration fee for a facility 
is a little over a half a million dollars. 

Mr. Barton. My time is expired, Mr. Chairman, but put me 
down as very skeptical. I will look at this with an open mind, but 
if I had to vote today, I would vote no and I would really ask the 
committee staff on both sides that once we get the proposal to real- 
ly scrub it and let us make sure that we protect our device user 
companies and the consumers who are going to have ultimately pay 
the increase in these fees. With that, I yield back. 

Mr. Pitts. The Chair thanks the gentleman, and if you will pro- 
vide a copy of that study for the minority, they would like to see 
it before we enter it into the record. 

Mr. Barton. Sure. 

Mr. Pitts. The Chair recognizes the ranking member emeritus, 
Mr. Dingell, for 5 minutes for questions. 

Mr. Dingell. Thank you, Mr. Chairman. 

Dr. Shuren, nowhere in the legislation is any money being di- 
verted from the clearance of devices or pharmaceuticals. Is there 
any diversion of the fees to be collected under this legislation from 
the actual clearance in any of the programs at FDA? 

Mr. Shuren. No. 

Mr. Dingell. Now, do the agreed-upon user fees give FDA re- 
sources necessary to ensure safety and efficacy of medical devices? 
Yes or no. 

Mr. Shuren. Yes. 

Mr. Dingell. Insufficient staffing at FDA and high employee 
turnover rates were mentioned by you, and they are a matter of 
concern. Will the agreed-upon user fees allow FDA to hire staff to 
carry out functions necessary to protect patient safety and improve 
new innovative devices? Yes or no. 

Mr. Shuren. Yes. 

Mr. Dingell. Will the agreement allow FDA to improve training 
and staff to ensure consistency in the review process? Yes or no. 

Mr. Shuren. Yes. 

Mr. Dingell. Do you believe the additional staff and professional 
development will help lead to reduced employee turnover? Yes or 
no. 

Mr. Shuren. Yes. 

Mr. Dingell. This authorization of medical device user fees in- 
cludes several accountability provisions. The independent assess- 
ment of the review process is one of these provisions. Do you be- 
lieve that this independent evaluation of the device review process 
and the recommendations from this evaluation will help FDA to 
identify needed areas of improvement? Yes or no. 

Mr. Shuren. Yes. 
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Mr. Dingell. And will you put effort into seeing to it that that 
transpires? 

Mr. Shuren. Yes. 

Mr. Dingell. Now, will the independent assessment help indus- 
try and FDA to evaluate how FDA is using these resources from 
the user fee program? Yes or no. 

Mr. Shuren. Yes. 

Mr. Dingell. Dr. Shuren, would you agree that user fees are 
necessary to supplement the rather miserable level of appropria- 
tions provided by Congress to FDA for the purposes in the legisla- 
tion? 

Mr. Shuren. Yes. 

Mr. Dingell. Now, Doctor, I have a concern here. If a high-risk 
device was put on the market with no trials for efficacy whatso- 
ever, let us say a pacemaker or a heart valve, do you believe that 
a provider would reasonably know when or under what conditions 
to prescribe the particular pacemaker to an individual? 

Mr. Shuren. No. 

Mr. Dingell. So we have a real problem. If we don’t assure that 
these things are safe, we might be putting in a hip or a knee or 
a heart valve or a pacemaker that wouldn’t work and then we 
would have a fine mess on our hands, would we not? 

Mr. Shuren. Yes. 

Mr. Dingell. All right. Now, again, if a high-risk device was put 
on the market with no trials for efficacy, do you believe a patient 
would be sure of the efficacy of the particular or specific pacemaker 
for their particular heart condition? Yes or no. 

Mr. Shuren. No. 

Mr. Dingell. If a high-risk device was put on the market with 
no trials for efficacy, can a patient or provider know that the device 
is efficacious for the heart conditions you are trying to treat? Yes 
or no. 

Mr. Shuren. No. 

Mr. Dingell. In my opinion, demonstrating efficiency and effi- 
cacy in postmarket trials as opposed to premarket approval would 
weaken the high standard that patients have come to expect. Do 
you agree, yes or no? 

Mr. Shuren. Yes. 

Mr. Dingell. Now, even industry associations have made it clear 
that they support the regulatory framework currently in effect at 
FDA. Do you agree that maintaining this framework will preserve 
America’s leadership in medical device innovation? Yes or no. 

Mr. Shuren. Yes. 

Mr. Dingell. We are not going to be benefited by approving de- 
vices that are not efficacious and that don’t help the patient, are 
we? 

Mr. Shuren. No. 

Mr. Dingell. That is going to have a bad effect on our sales of 
devices, is it not? 

Mr. Shuren. Yes. 

Mr. Dingell. Now, I want to go back to a little bit of history on 
this. This whole business started when I was chairman of the com- 
mittee and chairman of Oversight. We found that there was a mas- 
sive amount of abuse at FDA, that there were gratuities taken and 
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all matter of difficulties. We found that a lot of this was judgments 
that were being abused by FDA because it didn’t have the money 
to do the job, and we found that industry had this awful problem 
of not being able to get clearance. So we found in the case of phar- 
maceuticals that pharmaceuticals were laying around and not get- 
ting approved and sometimes on a 17-year patent that was taking 
7 to 10 years to get that done. A major U.S. pharmaceutical com- 
pany would lose during that time $250 million a year. The con- 
sequences of that were very serious. So the Congress was always 
plagued with legitimate demands by industry to give them an ex- 
tension of patent, and I supported many of these things, simply be- 
cause it was basic fairness. But we figured out that the only way 
to do this was to see to it that they got their clearance quickly. So 
with agreement of industry, the first thing we did was to move this 
into the pharmaceuticals, and then the over-the-counters came in 
and said it would be a good idea if you did this for us because it 
would help us, and then we found that others would agree to it, 
although I have to say the device manufacturers had some dif- 
ficulty in swallowing it, but they ultimately did, and they found it 
worked and they found that they all made more money because 
they were getting their patents cleared in a faster and better fash- 
ion. 

I hope my colleagues will learn a little bit about that history. 
This gives cleaner and better service to the people. It saves money. 
It helps innovation and it helps our manufacturers to make decent 
money out of their patents without the delay that was occurring 
previous to these events. 

Thank you, Mr. Chairman. 

Mr. Pitts. The Chair thanks the gentleman and now recognizes 
the gentleman from Illinois, Mr. Shimkus, for 5 minutes for ques- 
tions. 

Mr. Shimkus. Thank you, Mr. Chairman. 

Thank you. Dr. Shuren, for being here. Do you agree that the In- 
stitute of Medicine study on the 510(k) process was widely rejected? 
Yes or no. 

Mr. Shuren. One of their recommendations was widely rejected. 

Mr. Shimkus. So that would be a yes? 

Mr. Shuren. Partial yes. 

Mr. Shimkus. I will take partial. I am under Mr. Dingell’s stand- 
ards here. 

How much did you pay for that study? 

Mr. Shuren. About $1.3 million. 

Mr. Shimkus. Did you ask for your money back? I am glad we 
got some giggling. The reality is, I was at a breakfast this morning 
and someone was asking for additional Federal money, only $21 
million. The reality is, you are sitting here saying we don’t have 
enough money, but then we fund a study through the Institute of 
Medicine that costs $1.3 million that is widely rejected, and we 
don’t get our money back. So these dollars all add up, and we are 
in a Congress now that says, you know, this whole saying, if you 
worry about the pennies, the dollars take care of themselves. So as 
we are talking about Mr. Barton, why is he doubling a user fee? 
Well, if we take care of the pennies, the dollars will take care of 
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themselves, and in this case, I don’t think we got our money’s 
worth out of the Institute of Medicine’s report. 

Mr. Shuren. And I will say, I appreciate those concerns. They 
actually had a number of other recommendations that we are fol- 
lowing up on, and if it is of interest to the committee — and I don’t 
want to eat up your time — I would be happy whenever it is conven- 
ient, now or set a separate time, to walk through what we will be 
doing with the Institute of Medicine’s recommendations in their re- 
port and the ones that we deferred a decision on to give them an 
opportunity to weigh in. 

Mr. Shimkus. And I appreciate that, and obviously we are not 
pleased with the response so far. 

Tell me again, we will go to the yes or format, is it important 
that we require reviewers to prove scientific or regulatory rationale 
for major decision-making? 

Mr. Shuren. There needs to be a scientific rationale. 

Mr. Shimkus. Is that a yes? Come on. You can do it for Mr. Din- 
gell. I mean, why can’t you say yes or no? Maybe because he is on 
the other side of the aisle. 

Mr. Dingell. I would suggest if the gentleman does need help, 
I will be glad to assist him. 

Mr. Shimkus. Do you want to read these for me? 

Mr. Shuren. Let me say with a caveat within those constructs 
of the question but some of the wording I might have put dif- 
ferently so the real meaning isn’t conveyed to the committee. 

Mr. Shimkus. Maybe I should share my questions with you prior 
to the hearing as other folks do to get a clarification of that in the 
question and answering. 

Do you think it is important that we establish an expedited ap- 
peals process for any challenges to those decisions? 

Mr. Shuren. Yes. 

Mr. Shimkus. Thank you. Do you think it is important to have 
qualified, trained reviewers handling applications for submissions? 

Mr. Shuren. Yes. 

Mr. Shimkus. Do you think it is important that we have FDA 
publish detailed review summaries of 510(k) clearance of pre- 
market approval and HDE and de novo? 

Mr. Shuren. Yes, with a caveat. I mean, all of the 

Mr. Shimkus. We are getting there. 

Mr. Shuren. Some of these go to legislation that 

Mr. Shimkus. Amen, brother. That is what we are talking about. 

Mr. Shuren Would actually 

Mr. Shimkus. You know, and legislation that was lampooned by 
the ranking member of the full committee here. I mean, he specifi- 
cally took crosshairs on legislation putting it in its worst light 
where based upon some of your answers, maybe some of those have 
some merit, and that is what we do. I mean, that is what our hear- 
ing is about. 

Mr. Shuren. I know, and we would like to work through those, 
but some of these things in the bills and even things like detailed 
decision summaries if you are talking about the summaries that we 
are doing as opposed to what we are doing now, those have costs 
to them. They will divert and 
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Mr. Shimkus. Well, we have got Obamacare, million dollars of 
tax increases now and fee increases, so we are not sure it is all 
about money. We see that the medical device folks are really 
ponying up a lot money now. They are doing it in the Obamacare 
tax and they are doing it with this agreement. 

Let me go to a final point. FDA leadership — you kind of men- 
tioned this earlier but I wanted to follow up. FDA leadership ex- 
plicitly directed staff in a memo dated November 23, 2008, to re- 
move the “least burdensome language” from guidance documents, 
and of course, we have pieces of the legislation here that says the 
importance of the least-burdensome provision. What are you doing 
to make sure reviewers actually apply to the least-burdensome 
standard in practice? 

Mr. Shuren. So what we did is, we took out — there was 
boilerplate that was inconsistently being used. It was creating more 
confusion and actually wasn’t helping our staff apply least burden- 
some, so we are doing the following. First of all, you should also 
have — I communicated with my staff about how important is it to 
follow the least-burdensome principle. That went out also as a sub- 
sequent email. Secondly, what we are doing is trying to apply the 
least-burdensome principles to specific devices so manufacturers 
don’t just hear, “Well, you apply least burdensome,” to show them 
in fact how it can be applied to their device. That is significantly 
more meaningful. We put processes in place to try to assure we 
have got management input so that we are applying the least-bur- 
densome principle consistently in our decision-making. And I think 
those changes are starting to kick in in the program. Those are 
meaningful, important changes to make. 

Mr. Shimkus. Thank you. Dr. Shuren. Thank you. Chairman. 

Mr. Pitts. The Chair thanks the gentleman and recognizes the 
gentlelady from California, Ms. Capps, for 5 minutes for questions. 

Mrs. Capps. Thank you so much for your testimony. Dr. Shuren. 
I appreciate the work that has been done to reach the MDUFA 
deal, and I think this is a very important moment to balance the 
needs of the companies for increased predictability at the agency 
but also to increase patient safety. Congress needs to uphold our 
part of the deal. 

As I have mentioned in previous hearings, these user fee agree- 
ments do not supplant Congress’s role in ensuring that FDA has 
the necessary resources to do its job. I hope we can work together 
to ensure adequate appropriations for the agency. 

Before I begin with my questions, I want to quickly raise the 
issue of the unique identifier policy for medical devices that is cur- 
rently stuck in 0MB. No matter what one’s position on the policy 
itself, everyone is stuck in a holding pattern until this is released. 
Getting this policy out of 0MB is important for industry and con- 
sumers alike, and I wanted to put on the record that Representa- 
tive Schakowsky and I have sent a letter to 0MB urging them to 
move forward on releasing the policy on the unique device identi- 
fier system. I appreciate, l3r. Shuren, FDA’s work on the policy and 
I look forward to its release. 

Now, shifting gears with my question. Dr. Shuren, reports by the 
Institute of Medicine and the GAO have expressed that women 
have been historically underrepresented in medical research, par- 
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ticularly so for cardiovascular and other device trials. But due to 
proprietary data issues, it is hard to know for sure what is and 
what is not getting reported to FDA, and that is why my bill, the 
Heart for Women Act, which has passed the House twice with 
near-unanimous support, would require the GAO to examine 
whether clinical trial and drug and medical device safety and effi- 
cacy data are being reported by sex, by race, and by age. Perhaps 
we can make some headway here. 

I understand that as part of MDUFA’s agreement, the FDA and 
industry members will conduct an initial meeting to set goals, 
timelines and expectations. Is that correct? 

Mr. Shuren. Yes. 

Mrs. Capps. Can you discuss to what extent the FDA will inquire 
about the devices use in the diverse population of patients? And, 
if the device is intended to be used in a diverse patient population, 
could the FDA use this time to encourage enrollment of a rep- 
resentative group on clinical trials so that the trials fully represent 
and reflect the usage of the product and prevalence of the disease? 

Mr. Shuren. So we have been stepping up our efforts to have 
better representation in medical device clinical trials, and that has 
been through guidance, that has been through workshops and that 
has been through one-on-one engagement with companies. So we 
believe it is important and it is something we are pursuing. 

Mrs. Capps. And it is something you can give measurable results 
on? 

Mr. Shuren. To look at what may be changing in terms of rep- 
resentation in clinical trials, yes, that kind of data we could be able 
to provide. 

Mrs. Capps. Would it be transparent enough for us to be able to 
see the data, or at least to get the assurances that you are giving 
us that there is a level of understanding and that it is a fully rep- 
resentative sample? 

Mr. Shuren. Yes. We will go back, because we have been trying 
to be more transparent about information that we are using in our 
decisions, and we actually have a tool starting to put up informa- 
tion on the clinical trials that are used in support of device approv- 
als, and I think that is one of the components in there, but we can 
double-check and get back to you. 

Mrs. Capps. I would appreciate that we have some follow-up on 
this particular question and look forward to working with you on 
it. 

I want to bring up another topic in my remaining time. Several 
weeks ago, I asked your colleague. Dr. Hamburg, about the Sen- 
tinel system for postmarket surveillance. The PDUFA agreement 
will allow user fees to go towards using Sentinel for postmarket 
surveillance of prescription drugs, thereby protecting the public 
health, saving money on research and staying ahead of the curve 
on drug recalls, and from reports, most of the work Sentinel has 
done to date has been in the drug space. Now, let me ask you, can 
Sentinel be used in the medical device space? 

Mr. Shuren. It can be used. We have been a part of the discus- 
sions. The holdbacks right now is, one, we need unique device iden- 
tifiers. Until we have that, we can’t do it. The second is, I will say 
when Congress put the mandate to have a program for drugs, that 
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got a lot of people to step up to the plate to participate, and it is 
a very non-regulatory program. But because it is not mentioned 
specifically for devices, it has not had that same level of enthu- 
siasm. 

Mrs. Capps. I wanted to ask you to expand upon the barriers 
that might exist to expanding it to the device side, and you kind 
of hinted. Would you go further in the remaining few seconds to 
talk about some ways that you see as barriers that perhaps then 
we could — somehow there could be a pathway through to making 
it be effective there? 

Mr. Shuren. Well, the unique device identifiers, we need to have 
that system in place, and I think the fact that the legislation that 
passed just mentioned drugs put a lot of attention and for the folks 
who have data, the focus went to drugs because devices wasn’t 

Mrs. Capps. Are you saying the legislation needs to be revisited 
that includes devices? 

Mr. Shuren. I think if the legislation mentioned devices, we 
would get more interest in having such a program for medical de- 
vices. 

Mrs. Capps. I yield back. Thank you. 

Mr. Pitts. The Chair thanks the gentlelady and recognizes the 
gentleman, Mr. Rogers, for 5 minutes for questions. 

Mr. Rogers. Thank you, Mr. Chairman. 

Thank you. Dr. Shuren, for being here. I can see how it gets con- 
fusing. This committee asked the FDA just a very short number of 
years ago to regulate tobacco, and they are going to generate some 
$2 billion over 5 years on a product that if you use as directed will 
kill you. That is a fairly confusing message to the FDA, so for that, 
I am going to apologize for what Congress did to you, and I cer- 
tainly could find lots of places for that $2 billion when it comes to 
medical research to do something pretty spectacular that is not 
going to find its way there. 

But I guess what confuses me, and I too have been looking at the 
National Venture Capital Association, mainly because they are the 
canary in the coalmine. If they are the first ones to give an indica- 
tion if in fact they are going to change their investment habits to 
companies who are innovating when it comes to medical devices 
and the survey results are a bit frightening. So you believe that 
medical devices that are approved by the FDA, they advance Amer- 
ican public health. Would you agree with that? 

Mr. Shuren. Yes. 

Mr. Rogers. And would you agree with Commissioner Hamburg 
that the FDA has a role to play in ensuring that medical device 
companies stay in the United States and want to bring their prod- 
ucts to the market here first? There is some advantage to that, is 
there not? 

Mr. Shuren. Yes. 

Mr. Rogers. And I know we are saying to some degree nothing 
to say here, we are moving on, we are trying to get through this, 
and I hope that you do, but would you find it concerning that ac- 
cording to this survey, that 44 percent of American venture capital 
firms are now going to invest in life science companies in Europe 
and Asia? I mean, it is clearly a shift. Is that concerning to you? 
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Mr. Shuren. Well, it does concern me to see investments not 
going into development of products here for the United States, and 
I have to tell you, I have been on the record with that beforehand, 
and one of the drivers for some of the policies we have in place, 
we have been out meeting with the venture capital community. 
Ross Jaffe is going to be up here testifying. Ross and I have spoken 
on many occasions, and Ross can tell me if I am not telling the 
truth, but, you know, some of the top things of their concerns was 
I mentioned that benefit-risk determination, taking into account 
patient tolerance for risk, recognizing that when you have truly 
novel first-time technology that you can’t expect it to be a home 
run, you have to view that a little bit differently. All of that is 
baked into this framework, a common framework between us and 
industry that is explicit, that will be a part of the record. 

A second is incentivizing getting the early clinical studies to start 
here in the United States, and those policies were developed in 
part directly out of those concerns, the innovation pathway. Fea- 
tures of that were things that the venture capital community had 
raised as could be helpful to them to help some of these break- 
through products get to market. We have taken that 

Mr. Rogers. Reclaiming my time. I appreciate those efforts, but 
what they are also saying is that the reason that investment shift 
is because “the unpredictability at the FDA.” So I understand you 
tried to make some changes. Did you hear that from those venture 
capital firms about the unpredictability of the FDA? 

Mr. Shuren. Yes, and that is why a number of the actions we 
are taking are meant to address predictability in terms of better 
guidance, better decision-making in terms of better oversight on 
the decision-making that we put in place. 

For folks who may be interested, we did put out an overview that 
covers all the actions that we are taking and it puts a list of every- 
thing we are doing and if we achieved it, a link to all that informa- 
tion. I will make sure that our Office of Legislation — I think that 
has been passed out. We will make sure that is sent to everyone, 
and that is updated every time we take 

Mr. Rogers. The one thing that worried me is a little bit is, you 
said you sent out an email to your staff on the less-burdensome ap- 
proach. Sorry, but that doesn’t sound like a great plan to me. 

Mr. Shuren. Well, that is why we follow that up in terms of spe- 
cifically addressing 

Mr. Rogers. OK, but my point being here. Dr. Shuren, I appre- 
ciate it. I hope you understand the gravity of it. And just putting 
out a report certainly hasn’t deterred the long list of folks who 
come into Congress every day and saying they are having these 
huge problems. Investment is shifting overseas. The smaller folks 
are losing investment as we speak. And so we need a little fire in 
the belly here. If you are truly trying to change that equation, it 
has to happen now. We don’t have time for reports and light- 
hearted emails about how we ought to change for the future. I ap- 
preciate you having to defend this, but at the same time, if we 
don’t change it, we jeopardize having to have our devices manufac- 
tured and innovated in Asia and Europe. I don’t think that is good 
for U.S. consumers. Oh, and by the way, we made it more difficult 
because we also applied a tax to the companies who were success- 
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ful enough to get through what is a very unpredictable FDA proc- 
ess, which means they are also hiring less and innovating less. I 
mean, the policies here don’t work together, and that is why I 
think people like me are very, very frustrated with the FDA, know- 
ing that we have asked you to do really dumb things in the past, 
but this stuff is so crucially important for our consumers and the 
folks who need these medical devices. We have to have a little ur- 
gency in our approach here, and I just don’t see it. 

Mr. Shuren. Well, I would say actually we have had the ur- 
gency. You know, in 2010, we went out and we went across the 
country to get input from industry, from others. We pushed very 
quickly to get out reports and recommendations. I will tell you, I 
got letters from some of your colleagues telling me to slow down. 
I heard from industry folks, slow down, more time for conversation, 
and our feeling was, we can’t wait. We know there are these issues 
and that is why we moved forward, we put in our plan in the be- 
ginning of 2010 and we have been marching relentlessly forward. 
I keep hearing from people, industry has even said, can you slow 
down, you are putting too much stuff, and it is sort of, there is a 
lot of things that if we don’t work them together and fix, rather 
than just a few little things, we won’t have the impact we want to 
have. And that email I sent out is not fluff. Quite frankly, leader- 
ship starts at the top, and to do that and communicate with my 
staff, I have to be out there, I have to be out in front. I have to 
put my name on it, and that is what that email did. 

Mr. Pitts. The Chair thanks the gentleman and recognizes the 
gentleman, Mr. Engel, for 5 minutes for questions. 

Mr. Engel. Thank you, Mr. Chairman. 

Thank you. Doctor. Talking about medical devices, the 2011 In- 
stitute of Medicine’s report on the FDA’s 510(k) processes raised 
significant concerns about the current premarket approval and 
postmarket monitoring processes for these medical devices. We 
would all agree, I don’t think there would be any disagreement on 
this, that there is a necessary balance between premarket and 
postmarket FDA processes. No matter how stringent the premarket 
requirements, it is obviously not possible to know everything about 
the safety and effectiveness of new products until they have been 
in use for some significant period of time, and as we improve the 
processes for getting products to patients more quickly, I believe we 
need to improve FDA’s ability to detect problems that occur once 
products are on the market. 

So let me ask you this. Can you please describe the role that 
postmarket data collection and surveillance play in the current 
FDA device approval framework, and secondly, what additional au- 
thorities or resources does FDA need to address the problems high- 
lighted in the lOM report? 

Mr. Shuren. Well, we do use information from the postmarket 
setting to help inform on the premarket side. Many of the devices 
that are made, they constantly come back in the door through in- 
cremental innovation. So having real-world experience on those de- 
vices is critically important. Our systems in the United States are 
pretty good. It is not really the system the Nation deserves. We 
have adverse-event reporting that gives us some information, but 
we don’t have a truly robust data collection that we really need. 
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The Institute of Medicine highlighted that point, and we agree with 
them. We need to pursue that at a national level, and that is why 
as a strategic priority we put out last month, we said we will go 
forward and put out a draft national strategy for postmarket sur- 
veillance in the spring. We will have a public meeting. We will 
have a public dialog how to do this because ultimately this will 
help companies, can help companies keep products on the market, 
can help companies get products on the market, can also help pro- 
tect patients. It is a win-win, we need to work together, and I think 
things like Sentinel, unique device identifier are all critical aspects, 
having more registries. We have been stepping up our efforts on 
registries. 

I will tell you, Europe has a lot of issues with the postmarket 
side. One thing they sometimes will do a little bit better than us 
is having a national registry for certain devices. I will give you an 
example. Just very recently we worked with the American College 
of Cardiology, the Society of Thoracic Surgeons and with a com- 
pany, Edwards Life Sciences, on a registry for heart valves that are 
being inserted through blood vessels, revolutionary technology, and 
this now will be a national registry, not only getting information 
on that device but subsequent devices that come forward and you 
can actually do postmarket studies buried within that registry, can 
reduce future costs for doing those kinds of examinations. 

Mr. Engel. Thank you. Doctor. Let me ask you a question about 
the regulation of laboratory-developed tests. The FDA’s oversight of 
medical tests, the LDTs, have become controversial of late. As I un- 
derstand it, there are several issues in play here. First, there are 
a wide variety of tests, everything from blood tests to genetic tests 
that can predict whether a patient would benefit from a particular 
therapy. Secondly, the FDA regulates the actual tests themselves 
while CMS oversees the administration of these tests called CLIA, 
the Clinical Laboratory Improvement Amendments. It is clear that 
the FDA has jurisdiction over these tests but the agency has his- 
torically exercised enforcement discretion with respect to so many 
of them but there are recent signs that the agency is going to begin 
regulating a subset of these tests again. 

The reason I ask that is because one of the Republican medical 
device bills, the Modernizing Laboratory Test Standards for Pa- 
tients Act, which is H.R. 3207, I believe would make radical 
changes in its regulatory scheme. The bill would remove FDA from 
the picture entirely and give complete control of these tests to 
CMS. My understanding is that CMS does not believe this is a 
good approach. 

So let me say this. I am very concerned about the direction of 
this bill, and by all accounts, these tests are at the cutting edge 
of new medical therapies, and to take the responsibility of ensuring 
that these tests are clinically effective away from the FDA, our pre- 
mier scientific regulatory body, and give it to one that lacks en- 
tirely the scientific expertise to me makes absolutely no sense. Do 
you have concerns about the approach to laboratory-developed tests 
laid out in H.R. 3207? 

Mr. Shuren. We do have concerns about it, and we appreciate 
the fact that the bill recognizes the fact that finally laboratory-de- 
veloped tests need to be regulated. The days of the Wild West need 
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to stop, that CLIA is not adequate for the oversight of that. The 
law as it currently stands is not good enough, and the standard of 
analytical validity and clinical validity, the standard that FDA 
uses, that it is the right standard. The problem is, it creates a du- 
plicative Federal bureaucracy at a much higher cost, grows govern- 
ment unnecessarily and it maintains an unlevel playing field be- 
tween traditional manufacturers and labs who make the exact 
same kind of test, and as a result, just continues to stifle innova- 
tion and can actually kill jobs on the flip side, and then it allows 
those tests to come out on the market and then for CMS to make 
a decision after it goes on the market. So you can have a bad test 
that is out there, and we have seen plenty of laboratory-developed 
tests, ones for diagnosing ovarian cancer that have been inaccurate, 
so women are having their ovaries out and didn’t need to, making 
decisions about treatment for breast cancer, treatment on chronic 
Lyme disease, I mean tests for autism that are just wrong and they 
need to be regulated but they need to be regulated right, and CMS 
did say they are not the right place for it, they don’t have the ex- 
pertise, and the cost would be at least $50 million to $100 million 
a year plus $20 million startup. For our framework in the first few 
years, we are talking about a cost that is probably less than $3 mil- 
lion in fees to industry, so I don’t know why we want a more costly, 
less effective kind of approach and this duplicative oversight that 
actually would not help. 

Mr. Engel. Thank you. I agree. 

Thank you, Mr. Chairman. 

Mr. Pitts. The Chair thanks the gentleman and recognizes the 
gentleman from Kentucky, Mr. Guthrie, for 5 minutes for ques- 
tions. 

Mr. Guthrie. Thanks, Dr. Shuren. We had a meeting in your of- 
fice about this important issue. I am from a manufacturing back- 
ground and a big believer in making in the USA and remaking it 
in the USA and have been concerned about some companies mak- 
ing them in the Europe because of the regulatory environment. We 
talked about that. 

I actually have a bill on guidance documents, and a lot of compa- 
nies like guidance documents because it gives them regulator pre- 
dictability, but some of the problems — your process for reviewing 
internal guidance documents because some companies have said 
that they have submitted a guidance document — that guidance doc- 
ument no longer reflects FDA thinking, and so what process do you 
review those and because how they can submit to you or to a dated 
guidance document? Just kind of talk about what you are doing 
with the guidance process to improve it. 

Mr. Shuren. Yes. So with guidance documents, you can actually 
continue to submit comments about it after the comment period 
has closed. It is different from rulemaking. So that docket remains 
open and we will look to see if new comments come in. We made 
a concerted effort to improve our guidance development process. In 
fact, in 2011, our production of guidance documents improved by 
about 22 percent over 2010, and 2010 was better than 2009, but 
we sort of squeezed, you know, the fruit and gotten maybe about 
as much juice as we can from the internal processes improvements, 
and it is one of the reasons as a part of the MDUFA III reauthor- 
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ization agreement we are getting a little bit of extra dollars, about 
five additional people to help us for the oversight of guidances. 
What is critical is, we need people who are more technical writers 
on guidances so our experts who are doing reviews can provide 
their expertise but not write the documents themselves. That is 
what is going on now. And so they get diverted away from doing 
premarket reviews. The little bit extra help will help us take some 
of that tension off. It will also help us do a better job at looking 
at guidances that have already been put out to see if changes need 
to be made and also to try to make sure that we are finalizing draft 
guidances more quickly. 

Mr. Guthrie. And one other point I wanted to bring up. On page 
7 in your testimony, there is a chart that says about from 2000 to 
2011 has been increasing additional request additional information 
from 510(k) requests whereas now it says in 2011 three-fourths of 
all 510(k)’s had additional information requests coming back. And 
I think the implication is that companies aren’t submitting the in- 
formation that you need, therefore, you haven’t asked for more, and 
I am a manufacturing person, quality engineer, so I used to be re- 
sponsible for submitting our tool and dies once they came in and 
we got paid based on them being approved, and let me tell you, 
they were only wrong if I didn’t have the right information because 
I had to answer to somebody because literally once our customers 
signed off on that, they were by contract supposed to cut a check. 
So sometimes I felt delayed because the other parts of the project 
weren’t ready. 

So the question is, you see the trend. Are three-fourths of the ap- 
plications really inadequate or are you not letting them know what 
you need? I mean, that is the question that I have. Because it does 
seem like a disturbing trend to go from a third to three-fourths. 

Mr. Shuren. Yes, and actually because it was a disturbing trend, 
we did an analysis of 510(k) decisions, the first 130 we had done, 
or 110 in 2010. We put that analysis on our Web site, and it is a 
mixed bag. I mean, there are times 

Mr. Guthrie. You have been willing to show that. I appreciate 
these charts because it does show the issues, and I appreciate that. 

Mr. Shuren. Yes, but it also shows the problems have been long- 
standing, like a decade, and this was a canary in the coalmine that 
then led to increased total times for review. The data just marches 
up starting around 2002. But when we looked at it, so a number 
of different reasons behind it. There are companies who we have 
put out very clear guidance on what to do and they opted not to 
follow it, and they could do something different but they didn’t 
even justify doing something different. I mean, even where for 
years you provide a little bit of clinical data. If you want to meas- 
ure oxygen through the skin, you take a blood sample and compare 
it. A company comes in and never even did the blood samples. We 
go back, do the blood samples. 

Mr. Guthrie. That is legitimate. That is absolutely legitimate. It 
is hard to believe companies whose products are based on that. 

Mr. Shuren. Believe it or not, it happens, but then we have com- 
panies where if we had better clarity on what to do, that would 
help, and the last is, there are times where we ask for things that 
we shouldn’t be asking for, and that was one of the drivers behind 
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our changing our decision-making within the center, making sure 
we have t^hat level of oversight that the staff can’t suddenly decide 
to ask for something extra until you have the proper level of sign- 
off. In fact, if you want to ask for a new kind of clinical study 
across a type of device, that is made at the highest levels in the 
center by the Center Science Council where those kinds of decisions 
in fact should be made. I just need enough managers to provide 
that oversight. 

Mr. Guthrie. I have a chart here from the venture capitalists, 
like 38 percent of their decisions, FDA regulations are about 38 
percent of their decision whether to invest, and about two flights 
down there is a meeting now, and I am going to run back to it, on 
manufacturing and so we have talked about that. That is a con- 
cern. That is why we are here and why we are real concerned 
about it because we want it made in America and made safety and 
securely and efficiently. I appreciate your efforts. Thanks. 

Mr. Pitts. The Chair thanks the gentleman and recognizes the 
gentlelady from Illinois, Ms. Schakowsky, for 5 minutes for ques- 
tions. 

Ms. Schakowsky. Thank you, Mr. Chairman. 

You have heard a lot today from many that the FDA has become 
too risk-averse in terms of what the agency requires device manu- 
facturers to do in order to obtain FDA clearance or approval, and 
we have heard that the FDA is insisting on too much clinical data 
prior to approval and that this has resulted in a decrease in ven- 
ture capital investment as well as an export in innovation and jobs 
abroad, and to help address the situation, some have suggested 
that the FDA’s mission statement should be changed to include 
things like job creation and innovation, and a bill has been intro- 
duced that would accomplish this. But even if we assume there is 
some truth to these reports, and I think there is a lot of evidence 
to suggest that in fact there is not, revising FDA’s mission state- 
ment seems drastic to me. So I wanted you to comment on the im- 
plications of revising the FDA’s mission statement to include things 
like job creation. 

Mr. Shuren. Well, we are concerned about a change to mission 
statement that would include job creation, economic growth, com- 
petitiveness because we read that, so are we looking at job growth 
in the context of product approvals? Are we now going to — I mean, 
to do that, then we are asking for financial data on the companies, 
we are looking at reimbursement opportunities, market analyses 
become part of approval decisions, and then whose jobs? Jobs in the 
United States or jobs overseas? What about jobs of the competitors? 
I mean, the devices most at risk will actually be the most disrup- 
tive technologies because they are more likely to adversely affect 
the competitors in the short term and could hurt job growth in that 
direction. 

So those are the kinds of, I really think, unintended con- 
sequences happen with those changes, and there are a number of 
other things in this bill as you march down the list that would lead 
to, we think, very troublesome changes in what we do. It can 
change the standard for evidence for our product approval deci- 
sions. I mean, one of them is on public participation. So we then 
say OK, so we are talking now about public participation in prod- 
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uct approval decisions. That means, so should we revisit what in- 
formation we have considered confidential and start making more 
of that information public and some people may think it is a good 
thing. We hear from industry, please don’t do that, but that is 
where this bill is actually directing us. It talks about using the 
most, you know, innovative tools. Well, innovative doesn’t mean it 
is the best tool. So we start using bad tools and we talk about, well, 
make sure you are using modern tools. Well, sometimes the newest 
tools aren’t the best ones. Old ones are just as good but why we 
should change the goalpost on industry every time there is some 
modern tool? It may not be necessary to do that. 

Ms. SCHAKOWSKY. So you think that this could slow down, com- 
plicate and actually make less efficient the process? 

Mr. Shuren. Oh, yes. I think it could lead to some fairly dra- 
matic changes in how we make product approval decisions and I 
think it would adversely affect industry and adversely affect pa- 
tients. 

Ms. ScHAKOWSKY. If you look at the language of the bill, and 
that is called the Food and Drug Administration Mission Reform 
Act, there is some language that may on its face seem less con- 
troversial like changing the mission to require FDA to take into ac- 
count the risks that certain patients are willing to take. Am I cor- 
rect in saying that these are things the FDA is already doing, and 
if so, proponents of the bill would argue that there should be no 
harm in revising the mission statement to encompass things that 
the FDA is already doing, and I wondered if you could comment on 
that. 

Mr. Shuren. Yes, this is something we already are doing as part 
of the benefit-risk determination framework we put out. That is al- 
ready out there publicly, and it will go final and begin implementa- 
tion at the end of March. That is going to happen. 

But this is an activity. It is not really a mission. And so this isn’t 
exactly the right way of sending a message about having a benefit- 
risk determination framework because it is really an activity. It is 
an action. 

Ms. ScHAKOWSKY. Well, I am concerned about revising FDA’s 
mission statement. I think it is a pretty drastic step and it doesn’t 
seem that there is a record for why such a dramatic change would 
in fact be necessary. 

So I thank you for your comments, and I yield back. Thank you. 

Mr. Pitts. The Chair thanks the gentlelady and recognizes the 
gentleman from Louisiana, Dr. Cassidy, for 5 minutes for ques- 
tions. 

Mr. Cassidy. Dr. Shuren, a friend of mine, an orthopedist, went 
to — I am a doctor — went to a conference in San Francisco and said 
he was struck that there was, relative to previous years, a paucity 
of new equipment being displayed. So what I am speaking of is 
somewhat influenced by the conversation I had with him. I assume 
there must be some difference in terms of how you regard the big- 
ger manufacturer or the bigger innovative company versus the 
smaller. Fair statement? 

Mr. Shuren. Yes. Actually, we try to do a lot more hand-holding 
with the smaller companies. 
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Mr. Cassidy. What in this hill — I mean, if I were to go and say 
to those smaller companies, first, how do you define a small com- 
pany, and secondly, if I were to go to those innovators and say 
these are the specific provisions that pertain to you, what would be 
your summary? 

Mr. Shuren. So small businesses for purposes of the user fee act 
is $100 million or less in annual sales or receipts. 

Mr. Cassidy. I want to have such a small business, by the way, 
but continue. 

Mr. Shuren. And what we will do is actually work with them in 
terms of what they may need to do to bring a product to market. 
We are very used to dealing with small companies because they 
make up the largest segment of the device industry, although most 
of the devices on the market are made by big companies. But I will 
tell you, one of the challenges we are seeing is some of the data 
suggesting we are seeing an uptick of some of the first-time spon- 
sor companies coming to us, and because they are small companies, 
they oftentimes don’t have a good understanding of what they need 
to do to come to market. I quite frankly think 

Mr. Cassidy. But that suggests a regulatory complexity as much 
as anything, correct? 

Mr. Shuren. No. You come to it with what you know, and for 
people who understand that system, can work a lot better. I think 
you don’t suddenly — you need to have efficient systems, you need 
to have clear systems. They need to be predictable and consistent. 
But you don’t just suddenly lower the bar simply because someone 
says 

Mr. Cassidy. That is a fair statement. Are your fees the same 
for larger and smaller companies? 

Mr. Shuren. No, they are smaller for smaller companies. 

Mr. Cassidy. And do they remain constant relative to the pre- 
vious authorization or do they increase or decrease for smaller com- 
panies in this regard? 

Mr. Shuren. So in MDUFA III, they will go up, and what we are 
talking about now is for PMA going from about $55,000 now to 
$67,000 by 2017, and the first PMA for a small business is free. 
It is on the house. 

Mr. Cassidy. Now, I presume that if you have a small company, 
you would still be required for the double blind control trial insofar 
as that is practical to test your invasive device. I assume that is 
the case? 

Mr. Shuren. The evidence you have to provide wouldn’t change. 
I mean, the device is the device. It shouldn’t change based upon 
who made it. That has been one of the issues with laboratory-devel- 
oped tests. 

Mr. Cassidy. That is a fair statement. 

Mr. Shuren. But by the same token, we are trying to apply least 
burdensome, so actually most of our clinical trials are not placebo- 
controlled double blind clinical trials. They are either not practical 
or they may not be necessary. 

Mr. Cassidy. Now, let me ask you as regards the increased rev- 
enue you all are requesting, I have again seen stuff and I have 
learned to say what I have been told, not what I know. Let me first 
say that. But you in your testimony can see that there is an in- 
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creased time for approval over the last several years. You are work- 
ing to address that. 

Mr. Shuren. Yes. 

Mr. Cassidy. But I have also seen that your revenue increased 
under the last MDUFA authorization. Your revenue significantly 
increased, and I think I know that your number of employees simi- 
larly increased. And so it seems like the lack of resources was not 
there. I mean, you have the resources. You had more money, you 
had more people, and yet the time to approval increased. So since 
we are being asked to give you more resources, why did more re- 
sources not work last time but they are going to work this time? 

Mr. Shuren. So two parts to that. One, there are program issues 
that need to get fixed, and those are things we have identified and 
we are fixing, and that is separate from resources if you are going 
to make it work. 

But the second is the resources we got weren’t sufficient for the 
work we had to do, and one of the things in MDUFA II was we 
didn’t take into account the increase in workload that would occur. 
So we got more people to try to meet the goals but then the work- 
load was also going up and sort of outpaced the resources we got, 
and we never addressed the fundamental issue of having enough 
people to do the work and enough managers to provide oversight, 
and so we constantly have this high turnover rate, which industry 
has complained about because it disrupts the review of the device. 

Mr. Cassidy. I see you have a high turnover rate, but you did 
increase your number of employees. So what you are saying is, you 
just needed to increase them even more? 

Mr. Shuren. That is correct, and we have the same problem, by 
the way, in the drug program. About a decade ago, they had the 
same high turnover rate, same issues. The drug industry said — and 
they were not concerned about — they were very concerned about 
performance. And so what happened was, there were process im- 
provements in the drug program and they got more money. They 
were able to get over that hump and they were able to put the drug 
program on the right track. 

Mr. Cassidy. So you feel like your process improvements are not 
enough, just to use your existing employees with existing revenue 
more efficiently, but rather you need both efficiency and much 
more money? 

Mr. Shuren. That is correct. 

Mr. Cassidy. I yield back. 

Mr. Pitts. The Chair thanks the gentleman and recognizes the 
gentleman, Mr. Matheson, for 5 minutes for questions. 

Mr. Matheson. Thank you, Mr. Chairman. 

Thank you. Dr. Shuren, for being here today. I am glad that Mr. 
Barton and Mr. Rogers both made reference to the Venture Capital 
Association study. I was going to note that, but I think they cov- 
ered what the substance is, is the troubling trend of investment 
going offshore. I have grave concern for a couple of reasons. One 
is, of course, I want folks in the United States to have access to 
the best devices possible to maintain their health and safety, num- 
ber one, and secondly, the medical device industry is the great U.S. 
success story over time and it has tremendous presence throughout 
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the country including in my home State of Utah, and I am worried 
about investment shifting offshore. 

I do applaud your goal that you stated of bringing greater con- 
sistency and efficiency and transparency at the device center, and 
I want to ask you about your proposed guidance document on when 
device modification requires a 510(k). Last year, as you know, FDA 
released its draft guidance to industry detailing when a manufac- 
turer needs to submit a new 510(k) for a change to an existing de- 
vice. Obviously, FDA has had a policy on the books for many years 
that industry understood and was well accepted, but the new policy 
could, from what I have been told, dramatically increase FDA’s 
workload, by estimates of 200 to 500 percent, I mean, that many 
more applications coming to the FDA for 510(k). Is it your interpre- 
tation of the guidance document that it would require manufactur- 
ers to file 510(k)’s in that much of an increased magnitude in terms 
of workload within the FDA? 

Mr. Shuren. It is not, and we had put out the guidance actually 
to clarify when to submit a modification, predominantly in areas 
that were gray where we didn’t provide clarity in the past, and we 
were not intending to raise the bar but to clarify to make it easier. 
We recognized, though, the concerns that had been raised by indus- 
try. We take them seriously. And I will tell you, we have got com- 
panies in, we have had trade associations in, and we are actually 
working very closely with them, sort of marching through to see 
what would be the real impact, did we get some things wrong, did 
we not clarify properly and we are going through that. We are 
doing that very methodically. 

You know, one of the downsides is, one of the bills on guidance 
document development would actually limit the time frame to get 
a final guidance out, and if that was in effect and we had just the 
one year to do it, I would be in a position to take that guidance 
and rush to finish it whereas I would rather take the time and 
work with industry to get it right. I think that is ultimately the 
right thing to do and that is what we are trying to do now. 

Mr. Matheson. Let me ask you a specific component of the guid- 
ance. Is it your interpretation that the new guidance would require 
manufacturers to file a 510(k) when a manufacturer would need to 
change suppliers due to a supplier goes bankrupt or there is a fire 
or some other emergency? Would they need to file a new 510(k) 
with the agency? 

Mr. Shuren. Just to change suppliers, no. They would have to 
document it as part of their design controls. That is just internal 
records. But they don’t have to submit a 510(k). 

Mr. Matheson. It is my understanding that the guidance pro- 
posed last year would require manufacturers to file 510(k)’s for 
likely uses. Can you comment as to how or why the FDA would re- 
quire manufacturers to anticipate likely off-label uses of their de- 
vices and file a 510(k)? 

Mr. Shuren. They would not have to file a 510(k) for off-label 
uses. They don’t have to go and say well, it could be used this way 
so I have to file a 510(k) then. That is the guidance. 

Mr. Matheson. But there is something in the guidance about 
likely uses. Is that correct? 
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Mr. Shuren. There is something in there about if the manufac- 
turer on their own puts a contraindication in their labeling about 
a particular likely use, then there is something called a changes 
being affected manifestation that they would submit to us. So it 
just that one circumstance where they are actually making this 
change in the labeling and it is just a certain kind of update to 
510(k). 

Mr. Matheson. So absent the manufacturer listing on their la- 
bels another likely use, you are suggesting that if there some off- 
label use, the manufacturer is not going to be compelled to file a 
510(k)? 

Mr. Shuren. That is correct. 

Mr. Matheson. OK. Thank you, Mr. Chairman. I yield back. 

Mr. Pitts. The Chair thanks the gentleman and recognizes Ms. 
McMorris-Rodgers for 5 minutes for questions. 

Mrs. McMorris Rodgers. Thank you, Mr. Chairman, and thank 
you. Dr. Shuren, for being here. This is a very important discus- 
sion, and when it comes to new cutting-edge medical research, ex- 
citing new medical devices, the FDA can either help make it hap- 
pen or the FDA can close the doors to an entire industry, and as 
Mr. Matheson just said, the medical device industry in America is 
a great success stoiy over the last 50 years, and we have been the 
world leader. Americans have benefited and lives have been saved. 
And yet today we hear because of the FDA, we hear about delays, 
we hear about increased cost, increased user fees. We hear about 
regulatory unpredictability. And it is not just — it is not the regula- 
tions themselves, it is the fact that the goalpost changes so often. 
And then along with that, we know that this industry is also facing 
huge tax increases because of the President’s health care bill. We 
also know that it takes on average now 4 years longer in America 
to bring a new device to market than in Europe, and I don’t believe 
that Europe is using bad tools and I don’t believe it means that we 
have to lower the bar, but we do need to address what is hap- 
pening. 

And so my first question is, do you believe that the current regu- 
latory environment at FDA is negatively impacting the develop- 
ment of new medical devices here in America and sending jobs 
overseas? 

Mr. Shuren. I think the program that we have here needs to be 
improved so that we are actually having devices, more devices de- 
veloped over here and that we are keeping and actually creating 
more jobs over here in the United States, and I take it seriously 
very much from a public health standpoint. I am a physician my- 
self. I would like to see more treatments and diagnostics for pa- 
tients. I am a neurologist. That space, if there is ever a space that 
could use more help, that is the one. But I don’t think Europe is 
the answer. Europe actually does have a lower standard. You don’t 
show effectiveness over there. You don’t show that there is any 
benefit to patients, and as a result, you do have products — we are 
finding more products that have been approved over there later 
shown through subsequent studies, often through the United 
States, that it is unsafe or it is ineffective, but they don’t have a 
centralized database of their approvals so it is very hard to follow 
much of this. 
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And there has heen a growing chorus in Europe for change, par- 
ticularly for high-risk devices. Like the European Society of Cardi- 
ology, the British Medical Journal are all coming out to say high- 
risk devices should he treated more like the United States: dem- 
onstrate effectiveness, more robust clinical trials over there, put- 
ting out guidance to clarify what to do. Believe it or not, for the 
need for more guidance, we put more guidance than Europe does. 
So I don’t think the answer is that the United States should be- 
come Europe. I think we should keep the American standard but 
the program behind it needs to be predictable, consistent, trans- 
parent and timely. I don’t know what 

Mrs. McMorris Rodgers. Do you believe that that program cur- 
rently is predictable? 

Mr. Shuren. Well, I don’t think it is sufficiently predictable, con- 
sistent, transparent, and we have said that, and I wouldn’t be mak- 
ing these changes, I wouldn’t have my staff spending the time to 
make those changes if we didn’t believe it, and I will tell you, in 
spite of their working hard to try to get products out and the added 
effort to make these changes in the program, we are actually now 
starting to see early signs of improvement in performance. It is 
going to take a little time to really show bigger impact but it goes 
to show you, making those investments on our part can pay off 
dividends, but what we really need is, we need the support to go 
ahead and do it and then ultimately between our changes and the 
extra dollars with the user fee program, we can get ourselves back 
on track and we can keep the American standard. 

Mrs. McMorris Rodgers. Well, at the current rate, we are going 
to run out of time, and I have introduced legislation regarding har- 
monization, and I wanted to ask you what role you believe harmo- 
nization with other countries could play in terms of getting devices 
to market more quickly. 

Mr. Shuren. I actually consider harmonization critically impor- 
tant. We had what is called a global harmonization task force, 
which was us, European Union, Canada, Australia, Japan working 
on harmonization. I will tell that most of the members of that 
group had felt that that group had kind of run its course. We put 
out 

Mrs. McMorris Rodgers. Now, when was this? 

Mr. Shuren. This is the global harmonization task force, and it 
put out many high-level documents that were more helpful to de- 
veloping countries who didn’t have a regulatory program in place 
or just developing but didn’t lead to a lot of true harmonization. 
We, the United States, I will tell you I personally felt we needed 
to do better and so we put a new proposal on the table for an inter- 
national medical device regulators forum to broaden the participa- 
tion. It can’t just be those few countries because the rest of the 
world was at risk of moving in different directions. We had to 
broaden our scope and we had to focus on real implementation on 
harmonization, and that group, I will tell you, to the credit of the 
members of GHTF, they agreed to do it and the very first meeting 
of that new forum is at the end of this month. 

Mrs. McMorris Rodgers. So are you seeing products being 
brought to market any quicker because of these efforts? 
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Mr. Shuren. No, this effort is going underway. That was the 
problem with GHTF. We actually weren’t focusing on critical ques- 
tions about could we actually be relying on data submitted or in 
some cases decisions being made by other regulatory bodies in sup- 
port of bringing the product here to the United States. 

Mrs. McMorris Rodgers. Thank you. I have run out of time. 
Bottom line, we are running out of time and we have to start mak- 
ing it happen. Thank you. 

Mr. Pitts. The Chair thanks the gentlelady and recognizes Ms. 
Blackburn for 5 minutes for questions. 

Mrs. Blackburn. Thank you, Mr. Chairman, and I thank you all 
for being here. 

And I)r. Shuren, I hope that you realize and appreciate that we 
would like to see a sense of urgency coming from you to do more 
than just talk about issues but actually have some demonstrable 
actions, and when you talk about a global task force, when you talk 
about, you know, time, as Ms. McMorris-Rodgers said, we are run- 
ning out of time with a lot of our constituents and their companies 
who complain about the way they are dealt with by the FDA, and 
in their mind, time is money. 

Now, you all in government have an additional, a continuing ap- 
propriation but I think it is important that you realize what we see 
from you is that you may not get additional money. The Federal 
Government doesn’t have additional money to give. Taxpayers are 
saying we want to see them show some successes and some 
changes in behavior, and right now, perception is reality, and the 
reality is, the FDA is a very difficult agency with which to deal. 
You can look at the Jobs Council. You can look at the ODE annual 
report, the GAO, the Venture Capital Alliance. You can look at all 
of these, and there are problems dealing with you and the regu- 
latory burden that you impose and the method in which you impose 
that. 

Now, let me ask you a question. You may have seen this article 
about mobile devices. This is something that is important to my 
constituents in Tennessee. And this is from February 7th Wash- 
ington Times. So I want to ask you about mobile devices, and how 
do you plan to move forward with regulation of mobile devices? Do 
you think you have got enough on your plate with that? And if you 
do move forward with mobile devices, do you intend to subject them 
to the device tax? If somebody goes out and buys their iPad and 
places a mobile device on that, some monitoring device on this, are 
they going to be subject to the device tax? So please speak specifi- 
cally to the mobile device. 

Mr. Shuren. So specifically for mobile devices, we actually took 
a very unique approach for FDA. Normally if something is a device, 
you regulate it like a device, and we said, “Wait a minute, why do 
we need to do that?” Quite frankly, if there is not sufficient value 
added to do that, and keeping in mind the value of having certain 
technologies out there and recognizing the more rapid innovation 
cycles we see, then we shouldn’t do it. So the policy we put out — 
and that article is dead wrong. They got it wrong, and you should 
see the commentary in other publications on that article saying 
what was this person thinking. No, what we actually said is, while 
the world of mobile apps is maybe this big for devices, we are only 
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interested in this, and in reality, what we are interested in is, it 
is the same thing as devices we already regulate. It shouldn’t mat- 
ter if the device is on a desktop versus on a mobile application. It 
is still a device. It is something we already regulate. That doesn’t 
change it. And that is really the very narrow universe that we fo- 
cused our attention on. That is essentially it. That makes a lot of 
sense. 

What we got back from comments is, can you provide more clar- 
ity on the boundaries, give us more examples about it, but for the 
most part, the read we have been getting from people is that ve^ 
narrow look makes a lot of sense, and for the rest we have said 
even if you are a device 

Mrs. Blackburn. What about expediency? Because right now it 
is taking about 3 years and about $75 million to get something 
through your process, and I have to tell you, some of the innovators 
that I am talking with, they don’t think this was completely wrong. 
They saw a lot of commonalities in the article, and so I would just 
highlight with you, when you look at the speed of innovation that 
is taking place in the medical mobile applications that you can’t 
spend 3 years trying to get through all of your filings and reviews 
and the repetitiveness and switching reviewers. Sir, there is a tre- 
mendous amount of frustration with the FDA by our innovative 
community. So talk with me about expediency. 

Mr. Shuren. Sure, and again, when we are talking about the 
mobile apps that we are looking at, it is things like you have tech- 
nology that is pulling down X-rays and reading the X-rays, I mean, 
the stuff we normally regulate, or EKG machines to measure heart 
rhythm. We have been regulating those for years. But when we 
deal with just software, we recognize too that the paradigm we 
have, the framework we have in place for devices does not work 
well. Actually, that was one of the recommendations from the Insti- 
tute of Medicine to look at software because it was so challenging. 
So maybe we don’t have to get the $1.3 million fully backed. We 
can let them keep a few dollars. But we are actually underway to 
sort of revisit our entire framework as regard software, recognizing 
exactly the point that you make, that you have these rapid 
changes, and you need to allow for that kind of business model and 
constant updates. By the same token, there may be other ways to 
assure you have a good product that we might be able to avoid 
even looking at it premarket, and the other is, there is a whole 
bunch of things for clinical decision support, things to help you 
make decisions that while they could be medical devices, we are 
going through it and saying leave it alone, just leave it alone com- 
pletely, and that is what we are working on by way of policy. Be- 
cause we agree, we have to have a rationale approach. 

Mrs. Blackburn. When do you think that your policy will — when 
are you going to have some guidance? And my time has expired. 
I will ask you to answer, and yield back. 

Mr. Shuren. OK. Our goal is on mobile medical apps to close out 
that one this year and also to put out the draft policy on the clin- 
ical decision support software this year as well. 

Mr. Pitts. The Chair thanks the gentlelady. That concludes the 
questions by the members of the subcommittee. Without objection, 
we will go to members of the committee for questions. Dr. 
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Christensen, you have been very patient, you were here the whole 
hearing. We will recognize you first for 5 minutes for questions. 

Mrs. Christensen. Thank you, Mr. Chairman and Ranking 
Member. It has been very informative to sit here and listen to the 
questions and the answers. 

I wanted to follow up on Mr. Waxman’s questions about the Pre- 
market Predictability Act of 2011. The bill would make changes in 
two areas in addition to the least-burdensome provisions, one, to 
the investigational device exemption, and then second, to the proce- 
dures for appealing decisions through CDRH. 

On the first, the bill would change the investigational device ex- 
emption process in ways that appear designed to permit companies 
to conduct studies that are not necessarily geared towards an ap- 
proval or clearance decision. That seems to run counter to the com- 
pany’s interest, so can you explain where this is coming from, if 
you know, and whether you believe a change like this is necessary? 

Mr. Shuren. Well, we actually find problematic the change that 
is put in there because that change in standard for approving a 
clinical trial will mean that we will approve a clinical trial that is 
supposed to be the pivotal trial to show it is safe and effective and 
we will approve a trial that isn’t going to be good enough so it will 
go forward, and then when the product comes back in the door with 
the results, we want to approve the product. And we suffered in 
that circumstance previously and so we were watching our ap- 
proval of products going bad. It wasn’t working well. 

Now, on the flip side, we sort of changed that but didn’t change 
it well enough so that we said look, let us stop doing it, but what 
we didn’t allow is, there may be extra questions we don’t need an 
answer to right now, and they are nice to know but we shouldn’t 
worry about them, and so we put out new policy in November of 
2011 to actually set that balance right on approving clinical trials, 
and we think that is the smart approach. That will get us to actu- 
ally approving clinical trials more quickly but appropriately. This 
change in the standard will actually adversely affect products com- 
ing on the market. 

Mrs. Christensen. That was my impression as well. 

And the Premarket Predictability Act would also make changes 
to CDRH’s appeals process to make it easier to have you as the 
center director be directly involved in appeals. In fact, it appears 
that under that bill, you would not be doing much else other than 
just dealing with appeals. So can you comment on that section of 
the bill and what impact those changes to the appeal process would 
have on the center? 

Mr. Shuren. Well, if folks would prefer that I just work on ap- 
peals and not improving the premarket program and making the 
changes necessary to do, this is a good way to do it. I would actu- 
ally prefer just being sent on vacation, but that is a problem with 
this bill. And I will tell you, most appeals actually get resolved at 
the office level. In fact, of the appeals filed in the past 2 years, 26 
to 28 percent wind up getting changed in whole or in part. So it 
goes to show you, the appeal process can actually work. 

Mrs. Christensen. Thank you. I just wanted to get that on the 
record. 
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And on the guidance issue that was raised, H.R. 3204, the Guid- 
ance Accountability and Transparency Act of 2011, appears aimed 
at making FDA guidance development a more public process and 
ensuring that they remain up to date. I think we all agree that 
government procedures should be as transparent as possible and 
that the ability of government to make informed and sensible deci- 
sions is dependent on receiving and making use of information 
stakeholders, and we certainly agree that guidance should be final- 
ized in a timely manner and kept up to date. 

At the same time, though, I think we all understand that the 
principal purpose of FDA guidance is to enable the agency to pro- 
vide advice in a more timely and flexible manner than it can 
through regulations. For instance, when FDA learns of new infor- 
mation relevant to certain product approvals, the agency needs to 
be able to communicate this information to the regulated industry 
as quickly as possible. Otherwise the industry could waste valuable 
time and money doing clinical trials on other work that won’t nec- 
essarily help with approval of clearance of their product. So we 
need a workable process that balances the need. 

But I am concerned that the processes that would be required 
would actually make the guidance more onerous and more time 
consuming. So as my time is getting short, I know that the legisla- 
tion would apply to all FDA guidances but could you tell me how 
it would affect CDRH and are there any aspects of that legislation 
that you agree with that might be helpful? 

Mr. Shuren. The bottom line is, we will issue fewer guidance 
and there will be less predictability in our programs. I mean, there 
are all these additional hoops and hurdles. You have to announce 
that you are going to do this particular guidance 3 months in ad- 
vance. We already put out a list. Then we have to meet both before 
and after putting out the draft so the cost just dramatically in- 
creases, and where we have been trying to improve our produc- 
tivity, productivity is going to go into the toilet and we know that 
is not good for industry. 

Mrs. Christensen. And if you have to issue your final guidance 
in 12 months, that just makes you say no, I can’t do it, so 

Mr. Shuren. Well, that is one of the problems, and industry 
sometimes asks for longer comment periods because they want 
more time to look at it. I can’t grant the longer comment period. 
Modifications guidance, we couldn’t be working through those 
issues. And if I have HHS or 0MB who are reviewing it, that just 
adds on a lot of additional time. We understand the need to kind 
of try to move quickly and rapidly but this actually would have un- 
intended consequences. And the other part about expanding what 
is under a guidance document actually can have adverse con- 
sequences for patient safety because it includes notices that involve 
a complex scientific issue. Those are public health notices that we 
have to get out quickly to tell the public about a big public health 
concern would not be subject to this good-guidance practice more 
onerous. So we would have to say there is something coming up on 
this device, we will announce it in 3 months, stay tuned. That 
doesn’t help patients. 

Mrs. Christensen. Thank you for clarifying those issues for us. 
Thank you. 
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Mr. Pitts. The Chair thanks the gentlelady and recognizes Mr. 
Bass for 5 minutes for questions. 

Mr. Bass. Thank you very much, Mr. Chairman, and I appreciate 
your accommodation. I am also not a member of this subcommittee. 

Dr. Shuren, I represent a State, New Hampshire, with a number 
of important medical device manufacturers as well as laboratories 
that are at the forefront of developing new medical devices, some 
of which are very common now and in use not only in America and 
around the world, and to say that some of them at least are very 
frustrated with the length of time and the quality of the decisions 
that are coming out of the FDA on the medical device side would 
be an understatement and perhaps in some cases we can work to- 
gether on some of these issues. 

But I am here to ask you a question about a bill that I have in- 
troduced as part of, I think there are 10 altogether, on MDUFA 
having to do with humanitarian-device reform. As you know, we 
haven’t had nearly as much success since the 1990s in developing 
humanitarian devices for rare diseases as we have had with the or- 
phan drug program, just 55 devices compared to 350 orphan drugs. 
But that isn’t FDA’s fault or the industry’s fault. There are flaws 
in the law that chill investigator and sponsor interest and demand 
targeted reforms. The bill that I have agreed to introduce, H.R. 
3211, the Humanitarian-Device Reform Act of 2011, would lift the 
profit restriction on current law but maintain FDA’s current over- 
sight of humanitarian devices. The Act would simply do it for adult 
HDEs what the 2007 pediatric device law has already done for pe- 
diatric HDEs. Today, there is evidence that this has already led to 
more interest in pediatric HDEs. 

My question to you is, do you agree that lifting the no-profit re- 
striction on adult HDEs while maintaining FDA oversight is a win- 
win reform that would encourage more innovation, ensure safety 
and result in more treatment for rare-disease patients? 

Mr. Shuren. So the honest answer is, I don’t know what the ulti- 
mate impact would be on the flip side for pediatric devices. We 
happen to agree with you that there is a need for more incentives 
to develop devices for these rare conditions. I know the National 
Organization for Rare Disorders has said look, lift the cap on adult 
products. That makes a lot of sense. The American Academy of Pe- 
diatrics has a concern that if you broaden it, then manufacturers 
won’t make devices for the pediatric population, and we have seen 
a fivefold increase in companies coming forward to actually get a 
fivefold increase in designations for humanitarian-device exemption 
for pediatric indications. 

So this is exactly the kind of topic, quite frankly, that we agree 
Congress should be tackling. We would like to be a part of that 
conversation. We suggest get all the players in there, because I 
don’t think we have enough information to make a firm decision 
but we fully support this is an area that it is critical that we take 
a closer look at. 

Mr. Bass. I appreciate that, and I appreciate the fact that you 
are willing to work with me and other members of the sub- 
committee. I would point out that there are other patient groups 
that disagree with AAP, and the reality is that we could really ben- 
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efit significantly if we had an honest debate and could work out 
some sort of a legislative remedy for this. 

And with that, Mr. Chairman, I will yield back. Thank you. Doc- 
tor. 

Mr. Pitts. The Chair thanks the gentleman. That concludes the 
first round of questioning. We will now take one follow-up per side. 
I recognize Dr. Burgess for 5 minutes. 

Mr. Burgess. Thank you, Mr. Chairman. 

I vowed to be good today, but someone on the other side took the 
first shot, so let us talk about laboratory-developed tests for just a 
moment and the reason why H.R. 3207 was in fact necessary be- 
cause of draft guidance coming out of your shop, the Center for De- 
vices and Radiological Health, appeared to be overstepping the 
boundaries. In fact, there appeared to be a basic change in the 
standard regulatory paradigm that had been established, and if one 
even wanted to draw it to its further conclusion, there appeared to 
be violations of the Administrative Procedures Act coming out of 
your office by issuing this draft guidance. You are going to require 
people to do things that had never previously been required, and 
this was all happening without any legislative authority. It was 
simply happening upon the will and the whim of the Center for De- 
vices and Radiological Health. 

So I have got several letters from laboratories across the country 
that are in support of keeping this jurisdiction within CMS, within 
the purview of CLIA. Laboratory tests must be accurate, they must 
have clinical utility, and that is the correct place. To ask these 
companies to literally be sucked into the maelstrom of the regula- 
tions of the devices, you can’t do what you are already supposed 
to be doing and you are asking for more jurisdiction. How is this 
helpful? How does this move anything in the proper direction? 

So Mr. Chairman, I did want to submit these letters on the lab- 
oratory-developed tests for the record, because again, I think this 
is an important part of the discussion. Maybe this legislation is not 
the correct final product but this discussion needs to be part of the 
reauthorization of the user fee agreements. I will certainly allow 
you time to respond. 

Mr. Pallone. Mr. Chairman, I would have to review those before 
I could agree to unanimous consent to put them in the record. 

Mr. Pitts. OK. We will provide copies to you. 

Mr. Shuren. So laboratory-developed tests, we have been clear 
for years, they are medical devices. I mean, it is the test. It doesn’t 
matter who makes the test and that is how the law is, but we have 
exercised enforcement discretion but the world changed, and we 
have more-complex tests that are actually putting patients at sig- 
nificant risk. I would be very interested to see the framework you 
are talking about because we actually never issued draft guidance, 
so maybe it is another group that put it out there, but we have yet 
to put anything out there for people to react to. But it makes abso- 
lutely no sense to have the same kind of test that is regulated by 
two different government agencies, depending upon who makes it. 

And CMS has been clear when they looked at the legislation, this 
is not the right place for doing it. In fact, one of the changes under 
CLIA was about where you make determinations in terms of the 
risk on the test, and it moved from CDC to FDA, specifically to re- 
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duce duplication and try to have more of one-stop shopping, and 
this actually goes the opposite direction of 

Mr. Burgess. No, sir. The indications of the draft guidance you 
were going to put out, that would be the duplication that this legis- 
lation is seeking to avoid. And CLIA, remember, in its inception in 
the late 1980s, I was never a big fan of CLIA as a practicing physi- 
cian but their whole purpose, the purpose that Senator Kennedy 
and others worked on this was so that laboratory tests could be 
certified as accurate and have clinical utility. That is their job. 
Don’t tell me they don’t want to do their job. If a Federal agency 
doesn’t want to do its job, then perhaps we will have that discus- 
sion, but this is their job. This is what they were required to do 
under the amendments in 1988. 

Mr. Shuren. No, the amendments actually don’t address these 
issues on analytical and clinical validity. In fact, your bill now 
changes that so you have to provide the data to actually show that. 
The problem is, it is not set up in a good way to get there and it 
creates duplicative government. 

This is actually a problem for personalized medicine. We have 
heard this from companies who are making drugs and then devices 
to actually have the devices diagnose who is the right population 
to get the drug, and you now have companies, they make the de- 
vice, they make the drug, they do the data. Everything works out 
and moves forward. In fact, one of them, two of them that just 
came out, we and our Center for Drugs, we approved it, both the 
drugs and the diagnostic, in less than 5 months. But then the day 
that they go out with their test and with their drugs, labs come out 
and say oh, I have got the exact same thing and in fact we are bet- 
ter. Really? And so now people can go use those other tests. Who 
knows if they are actually any good. Because none of the studies 
was even done with the drug. It is not even out there. And so what 
do you have now? Now you have tests that actually may be direct- 
ing patients to get treatment they shouldn’t get or not get a treat- 
ment they should get, and that is a disaster. 

Mr. Burgess. Well, I would submit that the duplication actually 
exists within your center, and albeit there is work to be done here 
but to simply ignore that there is a problem is to do no service to 
anyone at all. 

Thank you, Mr. Chairman, for your indulgence and I will yield 
back. 

Mr. Pitts. The Chair thanks the gentleman and recognizes the 
ranking member for 5 minutes for follow-up. 

Mr. Pallone. Thank you, Mr. Chairman. 

Dr. Shuren, H.R. 3202, the Novel Device Regulatory Relief Act, 
appears to be intended to streamline the de novo process for FDA 
approval of medical devices. Although it is important to ensure that 
FDA review processes are efficient, I am sure we would all agree 
that the fundamental goal of the FDA is to ensure the safety of the 
public and to protect Americans from unsafe and ineffective medi- 
cations and devices. 

The proposed new language in this bill would allow device com- 
panies to require that their new device be evaluated under the de 
novo process without first submitting a 510(k) application dem- 
onstrating a substantial equivalence to another device already on 
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the market, which is what is currently required under the de novo 
procedures, and it changes the timelines under which a de novo ap- 
plication must be submitted. 

So my question is, do you think this change under this proposed 
legislation would add to the efficiency of your clearance process? 
Does it give you enough time to do the reviews for products that 
presumably will be more novel than most 510(k) submissions? 

Mr. Shuren. We do think that the change of not having to be 
required to submit a 510(k) before going down the de novo pathway 
makes sense. So taking that requirement out of the law makes 
sense. Giving us only 60 days to do it, however, isn’t enough time. 
I mean, even a 510(k), which is less complicated, is 90 days by law, 
and even that, we all know that that is not enough time for many 
of these as well. So not enough time but it is the right thing to do 
to take out the 510(k) if they don’t want to submit it. Some compa- 
nies, you actually don’t know and they don’t know, and they submit 
a 510(k) and then we will look at it. They actually never the re- 
quirements for a 510(k). 

Mr. Pallone. All right. Then I wanted to ask you a second ques- 
tion. As you know, the Safe Medical Devices Act of 1990 mandated 
that FDA evaluate pre-amendment class III devices and on a case- 
by-case basis either reclassify them to class I or II or require them 
to go through premarket approval as most post-amendment class 
III devices. What I would like to know is why FDA hasn’t com- 
pleted its mandated task of reclassifying pre-amendment class III 
devices or requiring them to go through premarket approval. Can 
you tell us how far you have gotten in this activity and how many 
devices remain, and are there unnecessary procedural hurdles in 
the law that keep you from finishing this activity? 

Mr. Shuren. So when I came on board, we put a new refocused 
energy into trying to get these done, and we have on our Web site 
each of the devices that we have to go through and where they are 
in the process. There are five steps. Four of them, we have 
wrapped up on. Another six we have proposals out and we will be 
issuing some actually final rule coming up and another proposed 
rule. So we are marching down the list. The challenge for us are 
the statutory requirements to go through this process, advisory 
committee meetings and doing rulemaking. In fact, this challenge — 
I mean, you all in legislation are telling us do this faster. This is 
a challenge when we have to change classification on a product. It 
is by rulemaking, and it cuts both ways. On the one hand, it is a 
weakness with 510(k). If you have a device that is in the 510(k) 
pathway and we have new data to say there are concerns, it should 
not be under 510(k), it should have been under PMA, a higher clas- 
sification. It will take us several years to go there and puts a ter- 
rible quandary on doctors and patients who are out there and have 
the technology and they don’t have the data behind it, or we take 
it completely off the market and that doesn’t make sense in a lot 
of cases. We want to leave it there. That process is too burdensome. 

On the flip side — and that is a safety issue. On the flip side, 
though, when we want to down-classify so we have something at 
a high risk or moderate risk and we want to make it lower risk 
and reduce regulatory burdens, we have so many statutory burdens 
on us, it is hard to do that. So it is hard for us to be deregulatory 
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and it is hard for us to set the bar in the right place. And if that 
were fixed, that would solve a big challenge. It would actually but- 
tress things like the 510(k) program where the attention goes on 
these few devices where there are a lot of issues but it will also 
allow us to free up resources by down-classifying devices that 
should be subject to a lower standard. 

Mr. Pallone. You know, just an editorial comment. I don’t envy 
you your job because it is a constant problem which is on the one 
hand, we want innovation, we want approvals to move more quick- 
ly, but we also have to balance that with public safety, and we get 
it at both ends. I mean, I as a politician get that from both ends, 
you know, “Why aren’t you moving quickly?” On the other hand, 
everything has to be safe. You know, it is tough. I mean, I know 
a lot of my colleagues, particularly on the other side of the aisle, 
have been saying there are too many hurdles, but you can’t sac- 
rifice public safety, either, so it is a difficult quandary. Thank you. 

Mr. Shuren. I appreciate that. Actually, not even my dog is talk- 
ing to me these days. 

Mr. Pitts. The Chair thanks the gentleman. 

The Chair has two unanimous consent requests. One, the report 
by the National Venture Capital Association entitled “Vital Signs.” 
You have seen that? 

Mr. Pallone. That is fine. 

Mr. Pitts. Without objection. 

[The information appears with Mr. Jaffe’s prepared statement.] 

Mr. Pallone. And the other being from 

Mr. Pitts. Mr. Burgess’s letter? 

Mr. Pallone My colleague is fine too, yes. 

Mr. Pitts. Without objection, those will be entered in the record. 

[The information follows:] 
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October 14, 2011 


The Honorable Michael Burgess, MD 
United States House of Representatives 
2241 Rayburn House Office Building 
Washington, D.C. 20515 


ACLA 



American 
Clinical Laboratory 
Association 


Dear Congressman Burgess: 

The American Clinical Laboratory Association (ACLA) is extremely pleased to offer our full 
and strong support for H.R. 3207 the Modernizing Laboratory Test Standards for Patients 
Act. This Bill is in lock-step with the need for existing regulation to keep pace with the 
advancements in science that will move our health care delivery system to one focused 
on what is best for the patient, public health, and the economy. In particular, we note 
the legislation's effectiveness in reaching these goals by strengthening the current 
regulatory structure and eliminating duplicative regulation; enhancing public 
transparency for patients, providers and regulatory agencies; forging public/private 
partnerships with qualified non-governmental organizations; and strengthening reporting 
for adverse events-- all without additional government expenditures. 

As such, the Modernizing Laboratory Test Standards for Patients Act will accelerate 
progress toward a personalized medicine revolution. A hallmark of that revolution Is the 
contribution that clinical laboratory developed tests continue to make in enabling better 
Informed diagnosis and better targeted care. The clinical laboratory industry is constantly 
innovating with new tests that detect and diagnose disease as well as Inform the treating 
physician whether a drug or biologic is an effective means of treating a particular patient. 
This Bill will help ensure the accuracy and reliability of these tests while maintaining the 
integrity of the current regulatory framework. 

On behalf of our membership, ACLA thanks you again for demonstrating such strong 
leadership in improving healthcare delivery by introducing legislation that enhances 
patient care and public health in a cost effective manner without stifling innovation, 
economic growth and job creation. 


Sincerely, 



Aian Merlz 
President 


1 ! 00 New Y ork Avenue, NW • Suite 725 West • Washington, DC 20005 • (202) 637-9466 • www.acla.coin 
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4770 Regent Boxilevard 
Irving, TX 75063 


October 14, 201 1 

The Honorable Michael C. Burgess, M.D. 

Member of Congress 

2241 Rayburn House Office Building 

Washington, DC 20515 

Dear Congressman Burgess; 

As the Managing Director of Quest Diagnostics Incorporated’s Texas Gulf Coast Business Unit, I am 
pleased to offer the company’s full and strong support for H.R. 3207, the Modernizing Laboratory Test 
Standards for Patients Act. This legislation is aligned with the need for existing regulation to keep pace 
with the advancements in science that will move our health care deliveiy system to one focused on what is 
best for the patient, public health, and the economy. In particular, we note the legislation’s effectiveness in 
reaching these goals by strengthening the current regulatory structure and eliminating duplicative 
regulation; enhancing public transparency for patients, providers and regulatory agencies; forging public / 
private partnerships with qualified non-govemmental organizations; and strengthening reporting for 
adverse events- all witliout additional government expenditures. 

Quest Diagnostics is the world’s leading provider of diagnostic testing, information, and setvices that 
patients and doctors need to make better health care decisions. In Texas, Quest Diagnostics employs over 
3,400 employees at 1 80 locations state-wide, including over 860 people at our Irving laboratoiy in your 
congressional district. Tlie company offers the broadest access to diagnostic testing seiyices tlirough its 
national network of laboratories and patient seivice centers and over 40,000 employees, and offers 
interpretive consultation througli its extensive medical and scientific staff. Qne.st Diagnostics provides 
clinical and anatomic laboratory testing services to touch the lives of approximately 150 million patients on 
an annual basis as ordered by thousands of pliysiciaii practices and over one-half tlie hospitals in the United 
States. 

It is our firm belief that this legislation will accelerate progress toward a personalized medicine revolution. 
A hallmark of tliat revolution is tlie contribution that clinical laboratoiy developed tests continue to make in 
enabling better informed diagnosis and better targeted care. The clinical laboratoiy industry is constantly 
innovating with new tests that detect and diagnose disease as well as inform the treating physician wlietlier 
a drug or biologic is an effective means of treating a particular patient. This bill will help ensure tlie 
accuracy and reliability of these tests while maiiitaiiiing the integrity of the current regulatoiy framework. 

On behalf of our colleagues in Texas and nationwide, Quest Diagnostics thanks you again for your 
leadership and stewardship of patients’ access to quality, affordable healtli care by introducing legislation 
that will benefit hiiiKlreds of thousands if not millions of patients nationwide and allow clinical laboratories 
to continue to develop new tests to improve patient health as well as enable economic growth. 


Sincerely, 



Michael A. Peat, Ph.D, 
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iLabCorp 

Laboratory Corporation of America® Holdings 
531 South Spring Street 
Burlington, North Carolina 27215 

October 14, 2011 

Donald E. Horton, Jr. 

Vice President 
Public Policy & Advocacy 

The Honorable Michael Burgess Telephone: 336-436-5040 

United States House of Representatives Fax: 336-436-1411 

2241 Rayburn House Office Building Email: horlond2@labcorp.com 

Wa.shington, D.C. 20515 

Re; H.R. 3207 - Modernizing Laboratory' Test Standards for Patients Act of 201 1 
Dear Congressman Burgess: 

Laboratory Coiporation of America Holdings (LabCorp) is extremely pleased to offer its support 
for H.R. 3207, the Modernizing Laboratory Test Standards for Patients Act of 201 1. Enactment 
of this bill will enhance patient care and public health in a cost effective manner while 
supporting innovation, economic growth and job creation. In particular, we note the legi-slation’s 
effectiveness in reaching these goals by enhancing the current regulatory structure for oversight 
of laboratory developed tests (LDTs) while eliminating duplicative regulation; improving public 
transparency for patients, providers and regulatory agencies; forging public/private partnerships 
with qualified non-govermnental organizations; and facilitating reporting of adverse events - all 
without additional government expenditures. 

As such, enactment of the bill will accelerate progress toward achieving the promise of 
personalized medicine to improve care and reduce costs. The innovative contributions of LDTs 
have been, and will continue to be, essential in enabling physicians to detect and diagnose 
disease, as well as to assist physicians in determining the right treatment for the right patient at 
the right time. Enactment of this legislation will provide further assurance of the accuracy and 
reliability of these tests while maintaining the integrity of the current regulatory framework and 
providing regulatory certainty. 

On behalf of its 31,000 employees, LabCorp thanks you again for demonstrating such strong 
leadership in improving healthcare delivery by introducing this important legislation, and we 
look forward to working with you towards its enactment. 

Very truly yours, 


Donald E. Horton, Jr. 

Vice President, Public Policy & Advocacy 
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ARfp; 


LABORATORIES 


500 Chipeta Woy. Salt Loke Oily, Utah 84108-1^21 
phone: (801) 583-2787 | loll free: <8(X)) 242-2787 
fox:(801)6&3-27t2 j wwv/.onjplab.com 


iiriiwnnnriiw>wwwiiriiirnin~niinim>iwiii|iiwiwBiiiiini n I 'li i'iiiH p 1 1 i 1 1 i 

AH tlilERPRRC or IHE ur»VJft5fTYOf UJAil AJ«IISMPAm«NI Of ftMJKXOGV 


October 18, 2011 


The Honorable Michael Burgess, MD 
United States House of Representatives 
2241 Rayburn House Office Building 
Washington, D.C. 20515 

Dear Congressman Burgess; 

ARUP Laboratories, Inc. is extremely pleased to offer our full and strong support for H.R, 3207, the 
Modernizing Laboratory Test Standards for Patients Act. This Bill Improves existing regulation to keep pace 
with the medical advancements in medical laboratory services. It will allow clarity for clinical laboratories, 
like ARUP, and permit us to focus on what is best for the patient, public health, and the economy. In 
particular, we note the legislation's effectiveness in reaching these goals by strengthening the current 
regulatory structure and eliminating duplicative regulation; enhancing public transparency for patients, 
providers and regulatory agencies; forging public/private partnerships with qualified non -governmental 
organizations; and strengthening reporting for adverse events - all without additional government 
expenditures. 


As such, the Modernizing Laboratory Test Standards for Patients Act will accelerate progress occurring in 
the personalized medicine revolution. Central to that revolution Is the contribution that clinical laboratory 
developed tests continue to make by enabling better Informed diagnosis and better targeted care. The 
clinical laboratory industry is innovating constantly by providing new tests that detect and diagnose 
disease as well as Inform the treating physician whether a drug or biologic Is an effective means of treating 
a particular patient. This Bill will help ensure the accuracy and reliability of these tests while maintaining 
the integrity of the current regulatory framework. Onbehalf of ARUP, thank you for demonstrating such 
strong leadership in improving healthcare delivery by introducing legislation that enhances patient care 
and public health in a cost effective manner without stifling innovation, economic growth and job creation. 


Sincerely, 

Digitally signed by Edward Ashwood 
Jtfj\ DN:cn»EdW3rdA^vvcMd,emall^shwood$aruplab.com, 
o-ARUP,ou=ARUP,c»U5 
Date: 201 1.10.18 14:30:20 -06W 




Edward R. Ashwood, MD 
President and CEO 
ARUP Laboratories, Inc. 
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4NMS 

I LABS □ 

October 25, 2011 


Dear Congressman Burgess, 


! am writing to express my strong support for H.R. 3207. Our laboratory is a specialized 
reference laboratory, established in 1 970, and employs nearly 250 professionals in our 
Pennsylvania location. We provide well over 1000 esoteric toxicology diagnostic tests to 
healthcare providers tliroughout the United States. Our clients rely upon us to be first to market 
with diagnostics that address emerging needs within our area of expertise. A recent example of 
this is NMS Labs’ development of testing to identify abuse of so-called “designer drugs”, often 
sold as “bath salts” or “synthetic pot”. 


Virtually all of our tests fall under the category of “LDTs” and the uncertainty surrounding 
future regulation of such innovative tests has been of major concern to us. We believe that you 
have performed a great sendee by tackling this issue in a measured and thoughtful fashion. This 
bill accounts for the critical need to insure clinical laboratories continue to adhere to appropriate 
standards demonstrating the quality of (heir operations llirough a focus on patient safety, while 
preserving the access patients and their physicians will have to innovative, relevant and 
economical diagnostic testing in tlie evolving era of personalized medicine. 


Thank you for your attention and dedication, 



ifl^lUeders^ Ph.D. 

•^President and CEO 
NMS Labs 



701 Wohh Road, v\^iiiow Grove, Pennsylvania 19090 T 800.52?.;6671 !- 21b'. 657. 2972 www.nmsiabs.com 
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November 3, 201 1 

The Honorable Michael Burgess, MD 
United States House of Representatives 
224 1 Rayburn House Office Building 
Washington, DC 20515 


Dear Congressman Burgess: 


I am writing on behalf of GeneDx, a Gaithereburg, MD company that specializes in the genetic diagnosis of rare 
and ultra-rnro licrcditary disorders, GeneDx was established in 2000, by myself and another NIH scientist, wlien 
we saw the need for diagnostic services for the miderseivcd comimmity of patients and families with rare 
disorders. Working wiih the Maryliind Deparlraenl ofHealili, we learned what was needed to obtain our CLIA 
certification so tl\at we could begin providing diagnostic services. As tlic laboratory hits grown over the years 
(from 2-200 employees; from testing in 14 to testing in 400 disorders; from 140 patients tested in 2000, to over 
20,000 in 2011), the CLIA regulations have guided us in liow we run the laboratory and provide accurate, timely, 
and quality test results. All of these tests have been developed as Laboratory Developed Tests (LDTs). 


t believe that HR 3207, the Modernizing Laboratory Test Standards for Patients Act, is the appropriate next step 
in continuing to guide laboratories in providing the best care for patients, especially as we move toward 
personalized medicine. Tliis Act will allow laboratories to continue to innovate ami move foiward in providing 
patients witli rare hereditary disorders (lie best possible diagnostic tests, wliile staying witliin tlie proven 
legulatory framework of CLIA and reducing or eliminating duplicative regulatory patliways that would slow 
innovation. 


Thank you for introducing tliis import bill, ami we at GeneDx wani you to know tliat it has our complete support. 


Sincerely, 

Sherri J Bale, PhD, FACMG 
■Managing Director 


207 Ocro' Oarkwiiy, Siiilc 6 * G.liibrrsburg, MD 20877 • Phone 301-519-2100 • Fax 301-5 19-2892 • geiiedx@geocds.coio • www.gciiedx.eoiii 
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lABORATOXY ASSOCIATION 


January 25, 2012 



Tlie Honorable Michael Burgess 
U.S. House of Representatives 
2241 Rayburn House Office Building 
Washington, DC 205 1 5 

Dear Representative Burgess; 

On behalf of the American Association of Bioanalysts (A AB) and the National Independent 
Laboratory Association (NILA), representing Independent community and legional clinical 
laboratories, I am writing to thank you for your attention to the oversight of laboratory developed 
tests (LDTs) and for introducing II, R. 3207, The Modernizing laboratory Test Standards for 
Patients Act of 2011. Your legislation provides a good start for discussion on how to 
appropriately regulate these tests. Our organizations look forward to working with you to 
address this important issue as the Energy and Commerce Committee focuses on legislation to 
reauthorize FDA-related programs. 

As you know, LDTs offer patients the potential for preventing disease, obtaining early diagnoses, 
and receiving the most accurate and best course of treatment from tlieir health care provider. 

Any regulatory process to oversee LDTs must appreciate the promise these tests hold without 
stifling innovation, while simultaneously ensuring that patient safety remains paramount. As 
health care providers, we feel strongly that this technology must be appropriately validated to 
ensure that the tests are accurate, reliable and reproducible. 

We support the approach of your legislation to build on the current system in place to regulate 
the laboratory industry through the Clinical Laboratory Improvement Act (CLIA). We want to 
work with you and the Committee to identify the best way to establish a fair and sustainable 
regulatory process that appropriately assesses the quality and safety of LDTs, 

Thank you again for your efforts in addressing this important Issue. We look forward to 
continuing to work with you and your staff as this legislation moves forward in the process. 
Should you have any questions, or require additional information, please contact Julie Allen, our 
Washington representative at (202) 230-5126 or iiilie.allen@dbi'.com . 

Sincerely, 

Mark S. Birenbaum, Ph.D. 

Administrator 



79 


Mr. Pitts. That completes panel one. Thank you very much, Dr. 
Shuren. We look forward to sitting down with you and working 
with you as the process goes forward. 

At this point we will take a 5-minute recess while panel two sets 
up on the table, and we will reconvene in 5 minutes. 

[Recess.] 

Mr. Pitts. I will ask all of our guests and witnesses to please 
take their seats, and I will introduce the second panel. First of all, 
thank you all for agreeing to testify before the subcommittee today. 
Let me quickly introduce each one of you, and you can present your 
testimony, summarize your statements in this order. Mr. David 
Perez, the President and CEO of Terumo BCT; Ms. Elisabeth 
George, Vice President of Global Government Affairs, Regulations 
and Standards for Philips Healthcare; Mr. Ralph Hall, Professor at 
the University of Minnesota Law School; Dr. Ross Jaffe, Managing 
Director of Versant Ventures; Dr. Aaron Kesselheim, an Internal 
Medicine Physician at Brigham and Women’s Hospital; Dr. Art 
Sedrakyan, an Associate Professor at Weill Cornell Medical Col- 
lege; Ms. Lisa Swirsky, Senior Health Policy Analyst at Consumers 
Union; and Mr. Jim Shull from the State of New Jersey. 

Again, thank you all for coming. We have your prepared state- 
ments, which will be entered into the record. Mr. Perez, we will 
begin with you. You are recognized for 5 minutes to summarize 
your testimony. 

STATEMENTS OF DAVID PEREZ, PRESIDENT AND CHIEF EXEC- 
UTIVE OFFICER, TERUMO BCT; ELISABETH M. GEORGE, VICE 
PRESIDENT, GLOBAL GOVERNMENT AFFAIRS, REGULA- 
TIONS, AND STANDARDS, PHILIPS HEALTHCARE; RALPH F. 
HALL, PROFESSOR OF PRACTICE, UNIVERSITY OF MIN- 
NESOTA LAW SCHOOL; ROSS JAFFE, MANAGING DIRECTOR, 
VERSANT VENTURES; AARON S. KESSELHEIM, ASSISTANT 
PROFESSOR OF MEDICINE, HARVARD MEDICAL SCHOOL, DI- 
VISION OF PHARMACOEPIDEMIOLOGY AND 

PHARMACOECONOMICS, BRIGHAM AND WOMEN’S HOSPITAL; 
ART SEDRAKYAN, ASSOCIATE PROFESSOR AND DIRECTOR, 
PATIENT-CENTERED COMPARATIVE EFFECTIVENESS PRO- 
GRAM, WEILL CORNELL MEDICAL COLLEGE AND NEW YORK 
PRESBYTERIAN HOSPITAL; LISA SWIRSKY, SENIOR HEALTH 
POLICY ANALYST, CONSUMERS UNION; AND JAMES SHULL, 
BROWNS MILLS, NEW JERSEY 

STATEMENT OF DAVID PEREZ 

Mr. Perez. Thank you. Chairman Pitts, Ranking Member 
Pallone and members of the committee for this opportunity to tes- 
tify today. 

My name is David Perez and I am the President and Chief Exec- 
utive Officer of Terumo BCT and Chairman of Terumo Corpora- 
tion’s Blood Management Business board, and I am responsible for 
leading the strategic direction, the growth and the execution of this 
global organization. 

At Terumo BCT, we believe in the potential of blood to do even 
more for the world than it does today. This belief unites our organi- 
zation, inspires our innovation and strengthens our collaboration 
with customers, which ultimately benefits the patients that we all 
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serve. Working with the American Red Cross, community blood 
centers throughout the United States as well as hospitals, we 
unlock the potential of blood as we strive to make even safer high- 
quality transfusions available to people. We help our customers 
bring even more treatment options to patients with advanced blood 
therapies, and we support researchers in developing cell therapies 
that may fundamentally improve health care. 

I want to thank you for convening today’s hearing and for your 
interest in improving medical device regulation for patients in our 
industry. 

Over the course of the last year, members of this committee have 
demonstrated their focus on improving the efficiency and effective- 
ness of FDA regulation in your outreach to the agency and to the 
policy proposals that show your commitment to this important 
issue. 

The medical technology industry is an American success story. 
Our industry directly employs more than 400,000 workers nation- 
wide including 22,000 in the State of Pennsylvania, 20,000 in New 
Jersey and over 11,000 in my home State of Colorado, making 
these among the States with the largest med tech employment. In 
2011, our company alone added 297 jobs, 224 of which were in 
manufacturing. 

Whether the firm is large or small, success in our industry comes 
only from innovation, the creation of diagnostics, treatments and 
cures that extend and enhance lives. While we are very proud of 
our contribution to the U.S. economy, we are even more proud of 
our contributions to improving patient care. 

Even though we are making progress in improving patient care 
and see immense future opportunities, we are also very worried. 
Today, America is the world leader in medical technology but there 
are warning signs that our lead is slipping, and a key factor in our 
loss of competitiveness has been the decline in the FDA’s perform- 
ance. Put simply, FDA is a crucial partner to our company’s efforts 
to bring safe and effective medical devices to patients. Without a 
strong, effective and efficient FDA, we cannot have a strong and 
competitive industry. 

While the FDA has consistently maintained an excellent record 
of assuring the safety and effectiveness of the products it reviews, 
delays in product approval, inconsistency in the review process and 
the resulting downstream effects on investment and innovation 
have undermined the competitiveness of our industry and harm pa- 
tient access to new treatments, diagnostics and cures. 

I am pleased to be able to report that after extensive negotia- 
tions, industry and FDA recently reached an agreement in prin- 
ciple for a new user fee package, which we believe has the potential 
to help achieve meaningful change in FDA performance through 
groundbreaking accountability and transparency measures. 

The FDA leadership and Dr. Shuren in particular have recog- 
nized the need to vigorously address the issues affecting the device 
center, and I want to applaud them for this commitment. The user 
fee agreement is a huge step in the right direction. It is good for 
industry, it is good for the FDA, and most of all, it is good for pa- 
tients. 
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The user fee agreement builds the conditions for success in a 
number of major ways. For the first time ever, this user agreement 
establishes average total time goals for FDA product review. All 
previous agreements have set goals in terms of time on the FDA 
clock. What matters to companies like my own and patients is the 
time it actually takes to get the product to patients. By setting in 
place this new goal, we will helping the FDA focus on the metric 
that is truly the most important to all concerned. 

The agreement also includes process standards that we antici- 
pate will improve the consistency and timeliness of the review proc- 
ess independent of the specific time goals, and the agreement pro- 
vides for meaningful pre-submissions interactions where agree- 
ments reached will not change so that companies know what the 
FDA expects and the FDA is bound by its commitments. And a new 
procedure, what we call No Submission Left Behind, will be insti- 
tuted so that if the FDA time target is missed, the company and 
the FDA will meet to work out a schedule to resolve the remaining 
issues so that the submission doesn’t go to the bottom of the pile. 

The agreement also provides for greater accountability so that 
FDA’s success will be transparent to FDA management, to indus- 
try, to patients and to Congress so that any problems that arise 
can be corrected promptly. There will be quarterly and annual re- 
porting on key metrics both the FDA and the industry have agreed 
are very important. In addition, this agreement requires analysis 
of FDA’s management of the review process by an independent con- 
sulting organization coupled with an FDA corrective action plan to 
address opportunities for change and improvement. 

Finally, to give FDA additional tools to meet these goals, the 
agreement provides $595 million in user fees, additional reviewers, 
lower management-to-reviewer ratios, enhanced training, and other 
resources provided by the agreement will give FDA what it needs 
to improve performance. 

I appreciate the committee’s work and its focus on enactment of 
this reauthorization package as soon as possible, and once again, 
I thank you for the opportunity to testify. 

[The prepared statement of Mr. Perez follows:] 
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Testimony of David Perez, Terumo BCT 
House Energy and Commerce Health Subcommittee 
Reauthorization of MDUFA: What It Means for Jobs, Innovation and Patients 
February 15, 2012 


Thank you Chairman Pitts, Ranking member Pallone, and members of the Committee for this 
opportunity to testify today. 

My name is David Perez and as tlie president and chief executive officer of Terumo BCT and 
Chairman of Terumo Corporation’s Blood Management Business board I am responsible for 
leading the strategic direction, growth and execution of this global organization with revenues in 
excess of $875 million. 

As a dedicated and active industry leader with nearly 30 years of experience within the medical 
device and healthcare industries, I lend my expertise to numerous boards and councils including 
the AdvaMed board, where 1 serve as a member of the board of directors and on the executive 
committee, chairing both the Technology and Regulatory Affairs Committee and the Blood 
Products and Technology Sector. 

I share this with you because both AdvaMed and Terumo BCT are vested in innovation, job 
creation, and increasing the availability of life-improving and life-saving medical devices. At 
Terumo BCT, w'e believe in the potential of blood to do even more for the world than it does 
today. This belief unites our organization, inspires our innovation and strengthens our 
collaboration with customers, which ultimately benefits the patients we all serve. We unlock the 
potential of blood as we strive to make even safer, higher-quality transfusions available to more 
people. We help our customers bring even more treatment options to patients witli advanced 
blood therapies. And we support researchers in developing cell therapies that may fundamentally 
improve health care. 

From the inception of the company, our inspiration has always been and continues to be to 
improve the lives of patients in need. With more than 2,500 associates in over 45 countries, 
supporting customers in 120 plus countries with an average relationship spanning more than 20 
years, Terumo BCT is a leading global provider of innovative technologies, products and 
services in blood collection, processing, safety, clinical procedures and cell therapies focused on 
such customer segments as Blood Banking - by providing products to increase the value of blood 
donations and to make even safer, higher-quality transfusions available to more people; 

Hospitals and Therapeutic Apheresis Centers - by expanding the number of treatment options for 
patients and Biotech and Cell Processing - by enabling scalable production of cells and 
supporting researchers in developing cell therapies that may fundamentally improve healthcare. 

1 want to thank you for convening today’s hearing, and for your interest in improving medical 
device regulation for patients and industry. Over the course of the last year, members of this 
committee have demonstrated their focus on improving the efficiency and effectiveness of FDA 
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regulation, and your outreach to the agency and the policy proposals that have been introduced 
show your commitment to this important issue. 

The U.S. Medical Technology Industry 


The medical technology industry is an American success story. Our industry directly employs 
more than 400,000 workers nationwide, including over 22,200 in the state of Pennsylvania, 
20,400 in New Jersey, and over 1 1 ,000 in my home state of Colorado, making these among the 
states with the largest medical technology industry employment. In 20 11 , our company alone 
added 297 new jobs, 224 of which were new manufacturing jobs. And, if indirect employment is 
included, the employment impact is substantially higher. Typically, for every worker our 
indirstry directly employs, another four workers are employed by businesses supplying 
components and services to our industry and our employees. 

Our industry is heavily skewed tow'ard small companies — ^the kind of companies that begin with 
a doctor, and engineer, and an idea to improve patient care. Almost two-thirds of the 7,000 
medical technology firms in the U.S. have fewer than 20 employees. A high proportion of the 
breakthrough products in our industiy come from these small, often venture-capital funded 
companies. 

And whether the firm is large or small, success in our industry' comes only from innovation — the 
creation of diagnostics, treatments and cures that extend and enhance lives. Our industry’s 
inve.stment in research and development is more than twice the national average. Our product 
life-cycle is only 18-24 months. 

The jobs our industry provides are good jobs — the kinds of jobs that allow employees to live the 
American dream. Industry pay levels are 38 percent higher than average pay for all U.S. 
employment and 22 percent higher than other manufacturing employment. While the number of 
manufacturing jobs was plummeting across the larger economy, even before the current 
recession, employment in our industry was expanding. Between 2005 and 2007, medical 
technology employment grew 20,4%, adding 73,000 jobs. During the recession, between 2007 
and 2008, MedTech employment dropped 1 . 1 percent, compared to 4.4% for manufacturing as a 
whole. 

Our industry is so competitive that price increases have averaged only one-quarter the rate of 
other medical goods and services and just one-half the general CPI for almost 20 years. 

With $33 billion in total exports in 2008, medical technology ranks eleventh among all 
manufacturing industries in gross exports. Notably, unlike virtually every other sector of U.S. 
manufacturing, medical technology has consistently enjoyed a favorable balance of trade. With 
the aging of both U.S. and foreign populations, the projected explosive growth of large middle 
class populations demanding modern health care in developing countries like China and India, 
and the accelerating pace of biomedical discovery, the potential for growth of our industry is 
great. 
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While we are very proud of our contributions to the U.S. economy, we are even more proud of 
our contributions to improving patient care. For patients, medical progress has been remarkable. 
Between 1980 and 2000, medical progress added more than three years to life expectancy. The 
death rate from heart disease was cut in half; the death rate from stroke was cut by one-third, and 
the death rate from breast cancer was cut 20%. 

FDA Regulation of Medical Devices - MDUFA III 

While we are making progress in improving patient care and see immense future opportunities to 
provide jobs and contribute to long-term economic growth, we are also w'orried. Today, America 
is the world leader in medical technology. But there are warning signs. As a recent 
Price Waterhouse Coopers report show'ed, our lead is slipping on a number of dimensions of 
competitiveness. And a key factor in our loss of competitiveness has been the decline in FDA’s 
perfomiance in ensuring timely patient access to safe and effective medical devices 
Put simply, FDA is a critical partner in our companies’ efforts to bring safe and effective medical 
devices to patients. Without a strong, effective, and efficient FDA, we cannot have a strong and 
competitive industry. The predictability, consistency and efficiency of FDA decision-making, as 
well as reasonable, risk-based standards of evidence to assure the safety and effectiveness of 
medical technology products, is essential to drive new innovations for patients and for the long- 
term success of the medical device industry. While the FDA has consistently maintained a strong 
record of assuring the safely and effectiveness of the products it reviews, delays in product 
approval, inconsistency in the review process, and the resulting down.stream effects on 
investment and innovation have undermined the competitiveness of our industry and harmed 
patient access to new treatments, diagnostics, and cures. 

1 am pleased to be able to report that after extensive negotiations, industry and FDA recently 
reached an agreement in principle for a new' user fee package which we believe has the potential 
to help achieve meaningful change in FDA performance through groundbreaking accountability 
and transparency measures. 

The FDA leadership and Dr. Shuren have recognized the need to vigorously address the issues 
affecting the device center and are already taking a number of steps that we believe have the 
potential to bring significant improvements. The user fee agreement our industry representatives 
just concluded with the agency is a huge step in the right direction. It is good for industry. It is 
good for FDA. And most of all, it is good for patients. 

The user fee agreement builds the conditions for success in a number major ways: 

Total Time Goal 

For the first time ever, this user fee agreement establishes average total time goals for FD.4 
product review. All previous agreements have set goals in terms of time on the FDA clock. 

When the FDA asks sponsors for additional information or data, the FDA clock stops. The result 
was that while FDA may have been meeting the goals for 5i0(k) submissions, the total time 
from submission to final decision increased 43% between the average for 2003-2007 and 2010. 
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Of course, what matters to companies and patients is not an artificial construct like time on the 
FDA clock, but the time it actually takes to get the product to patients. 

FDA, of course, often has legitimate questions about an application and it cannot control the 
amount of time it takes for a sponsor to respond to questions about any individual application. 
But all sponsors want to submit applications that meet FDA standards, and total time is the best 
indicator of whether FDA is consistent and efficient in its review and is providing sponsor.s with 
adeciuate information in advance of what data is needed for different types of products. We refer 
to this new standard as a shared performance goal, because industry also has an obligation to 
submit good applications. AdvaMed will, in cooperation with FDA, be carrying out additional 
training to help smaller companies meet this standard, and FDA will have new authority to 
decline to begin review of an application that is obviously deficient when it is submitted. 

By setting in place this new goal, we w'ill be helping FDA management focus its efforts on the 
metric that is truly most important to all concerned. 

Improved FD.4 Day Goals 

Second, the agreement also establishes .significantly improved goals for time on the FDA clock. 
For example, for PMAs receiving panel reviews — which lend to be the most innovative 
products — the current FDA performance is that only 38% receive a decision in 320 days. By the 
end of this new agreement, 90% will achieve this goal, and many, of course, will be reviewed 
more quickly. 

Process Improvements 

Third, the agreement includes process standards that we anticipate will improve the consistency 
and timeliness of the review process independent of the specific time goals. 

The agreement provides for meaningful presubmission interactions where agreements reached 
will not change, so that companies know' what FDA expects and FDA is bound by its 
commitments, unless, of course, new information arises that requires a change to protect public 
health. 

Additionally, there will be a substantive interaction between FDA and the company midway 
through the review proce.ss. This will assure that both companies and FDA identify any problems 
with the application early, so that they can be corrected promptly. 

A new procedure that we call “no submission left behind” will be instituted, so that if the FDA 
lime target is missed, the company and the FDA will meet to work out a schedule for resolving 
remaining issues, so that the submission doesn’t go to the bottom of the pile. 


Greater Accountability 

Fourth, the agreement provides for greater accountability. Greater accountability means that 
FD.A’s success under this agreement will be transparent to FDA management, to industry, to 
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patients, and to Congress and the Administration, so that any problems that arise can be 
corrected promptly. Under the agreement, there will be quarterly and annual reporting on key 
metrics, tracking of new performance indicators that both FDA and industiw have agreed are 
important. 

In addition, the agreement requires an analysis of FDA's management of the review process by 
an independent consulting organization, coupled with an FDA corrective action plan to address 
opportunities for improvement. 

Appropriate Resources 

Finally, to give FDA additional tools to meet the new goals, the agreement provides S595 million 
in user fees for 2013-2017. Additional reviewers, lower manager-to-reviewer ratios, enhanced 
training, and other resources provided by the agreement will give FDA what it needs to improve 
performance. Overall, the agreement will allow FDA to hire approximately 200 additional FTEs. 
the vast majority of which will be put it into place w-here needed most - additional reviewers and 
more supervisors to ensure consistency in the review process. 


Each of the provisions of this agreement has the potential to make a significant difference in 
improving FD.A performance. But the whole is truly greater than the sum of its parts. Each of the 
element^ of the agreement reinforces the others. For example, the combination of total time goals 
and faster FDA time goals should result in greater improvements than either one would achieve 
separately. 


And, of course, no agreement, no matter how good on paper, is self-executing. Making it work as 
intended will require the full efforts of FDA's dedicated staff and managers. Our industry is 
committed to work with FDA in any way we can to make it a success. Continued oversight and 
interest from the Congress will also be important. Patients are depending on all of us. 

Conclusion 


Finally, 1 should note that a number of legislative proposals have been introduced with the goal 
of improving the FDA’s operations. We are appreciative of efforts by all Members w'ho seek to 
give the FDA the tools and structure it needs to succeed. Legislative reforms that do not alter the 
substance of the negotiated agreement between FDA and industry hold the potential to create a 
legislative reauthorization package that maximizes the opportunity for success at the agency, 
which should be the shared goal of all involved. 

For example, legislation has been proposed to streamline the de novo process by eliminating the 
statutory requirement that a sponsor receive a finding of “not substantially equivalent” before 
even beginning the de novo process. The Institute of .Medicine and FDA itself have recognized 
that the cunent process is cumbersome, and FDA is looking at u,sing its regulatory discretion to 
improve that process. However, statutory change may be the most effective way to address the 
problem, which will help FDA, industry, and ultimately patients. 
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Another example is the proposals that would ease the conflict-of-interest restrictions for 
participation on FDA advisory panels. Advisory panels can be a useful mechanism for providing 
FDA reviewers with important expertise, but the agency has experienced difficulties securing 
qualified experts, slowing the approval process and patient access to the latest medical 
innovations, 

1 appreciate the committee’s work in considering these and otlier appropriate measures that 
enhance and compliment the underlying user fee agreement, and its focus on enactment of this 
legislative package as soon as possible. 

Once again, thank you for the opportunity to testify. 
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Mr. Pitts. The Chair thanks the gentleman and now recognizes 
Ms. George for 5 minutes for an opening statement. 

STATEMENT OF ELISABETH M. GEORGE 

Ms. George. My name is Elisabeth George and I represent Phil- 
ips Healthcare as their Vice President of Global Government Af- 
fairs, Regulations and Standards. I want to start by thanking 
Chairman Pitts and Ranking Member Pallone for holding today’s 
hearing. I also want to thank you for your particular interest in 
medical innovation and for leading a policy discussion on how we 
can work together to collectively improve the medical device user 
fee program. 

It is clear to me that we all share the goal of getting safe and 
innovative products to U.S. patients in a timely and predictable 
manner. Philips Healthcare employs over 15,000 hardworking 
Americans in cities and towns across the country. We are just one 
in a global industry. Philips Healthcare’s current activities are or- 
ganized across four businesses: imaging systems, patient care and 
clinical informatics, home health care solutions, and customer serv- 
ices. We have appreciated your steadfast support in ensuring the 
access to medical technology and particularly imaging and its im- 
portant appropriate use for patients. 

I have worked for Philips Healthcare for more than 15 years. I 
have managed strategic planning and technical aspects for global 
affairs, regulations and standards. I have also served on multiple 
FDA advisory panels through the years and have most recently 
represented the medical imaging industry during the MDUFA ne- 
gotiations with the FDA. As an industry negotiator, I am pleased 
to talk with Congress today about the agreement in principle be- 
tween the medical device industry and FDA. We believe that this 
agreement will facilitate improved transparency and consistency 
leading to better predictability and more timely access for patients. 

After negotiating for more than a year, we believe that this 
agreement is balanced and is fair to all stakeholders. We hope this 
package will lead to a timely reauthorization of the medical device 
user fee program. The goal of this agreement is to ensure timely 
patient access to safe, effective treatments and diagnostics. Al- 
though it is not formerly proposed to Congress until it receives full 
administrative approval and the FDA completes its public com- 
menting period, the package as negotiated includes commitments 
from the agency that will improve the device review program 
through additional predictability, transparency and accountability. 
In a time of tremendous advances in medical technology, the agree- 
ment enables the industry to bring innovative, lifesaving tech- 
nologies to market faster so that patients receive the highest qual- 
ity care. 

The explicit goal of the device user fee program has been to 
achieve more timely clearance of safe and effective devices by pro- 
viding the FDA with supplemental funds to independently evaluate 
applications. However, despite clear Congressional intent, FDA per- 
formance has declined steadily over the past several years. For ex- 
ample, fiscal year 2006, it took an average of 105 calendar days to 
make a final decision on a submission. The number increased to 
154 days in 2009 despite the fact that the user fees had increased 
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by over 50 percent over the same period. The decline in timeliness 
has been an overarching concern for industry. Our goal in this 
agreement was to reverse this downward trend and to ensure value 
for our user fee investment for both patients and innovators. The 
increase in resources to the agency under this agreement cor- 
responds to a more timely approval process, which will benefit pa- 
tients and the manufacturers who develop these innovative tech- 
nologies. 

The agreement includes several new quantitative goals to hold 
the FDA accountable. These goals include total time for decisions 
as well as improved annual targets for 510(k) applications. The 
agreement also works to ensure an improved review process that 
is more predictable and transparent for manufacturers, patients 
and other stakeholders such as through enhanced clarity in the 
pre-submission process, enhanced guidance development and an 
independent assessment of the FDA’s performance. These improve- 
ments are important for patients, innovation and jobs in America. 

I believe it is important that Congress do everything possible to 
encourage high-tech 21st century industries like the medical device 
manufacturing that will continue to create jobs and necessary to 
grow the U.S. economy. We are very appreciative of members of 
this committee who have held a series of hearings and introduced 
a number of bills in an effort to respond to these concerns and im- 
prove the FDA review process for medical devices. I believe that 
our collective efforts will lead to constructive improvements. 

Thank you for your consideration of these important issues. As 
the legislative process moves forward, we look forward to con- 
tinuing to work with Congress and the administration to ensure 
patients are guaranteed timely access to medical technologies. 

I again thank you for this invitation. 

[The prepared statement of Ms. George follows:] 
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Elisabeth M. George 

Testimony before the House Committee on Energy and Commerce 
Subcommittee on Health 
Hearing Entitled "Reauthorization of MDUFA; 

What It Means for jobs. Innovation and Patients" 

Wednesday, February 15, 2012 

Introduction 

My name is Elisabeth George, and I represent Philips Healthcare as Vice President of 
Global Government Affairs, Regulations and Standards. I want to start by thanking 
Chairman Pitts and Ranking Member Pallone for your holding today’s hearing. I also want 
to thank you for your particular interests in medical innovation and for leading a policy 
discussion on what the flaws are in our system and how we can work together to 
collectively improve it during this reauthorization of the medical device user fee program. 
It is clear to me that we all share the goal of getting safe and innovative products to U.S. 
patients more quickly. 

Philips Healthcare’s current activities are organized across four businesses: Imaging 
Systems (X-ray, computed tomography (CT), magnetic resonance (MR) imaging, nuclear 
medicine and ultrasound); Patient Care and Clinical Informatics (patient monitoring, 
hospital respiratory systems, children’s medical ventures, cardiac care systems, healthcare 
informatics and image management services); Home Healthcare Solutions (sleep 
management and respiratory care, medical alert systems, remote cardiac services, remote 
patient management); and Customer Services (consultancy, clinical series, education. 
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equipment financing, asset management and equipment maintenance and repair). 
Especially because of our diverse portfolio, we have appreciated your steadfast support in 
ensuring the access to medical technology and particularly imaging and its appropriate use 
for patients. ! am confident that today’s hearing will serve to further ensure patient access 
to safe and effective technologies. 

I have worked for Philips Healthcare for more than 15 years and have managed 
strategic planning and technical aspects for global affairs, regulations and standards 
including quality, reliability, safety, product security, privacy and sustainability compliance 
for Philips Healthcare business around the world. My responsibilities include supporting 
the organization in ensuring worldwide compliance and continual improvement in product 
submissions, post-market surveillance, product reliability improvement, International 
standards and regulations, quality systems (IS013485, 21CFR), and environmental 
management system (IS014001 & OHSAS 18001) for Philips products in the area of Home 
Healthcare, Patient Monitoring Systems, Healthcare Informatics, External Defibrillators, 
Cardiographs, X-Ray Systems, MR Systems, CT Systems, Nuclear Medicine Solutions and 
Generators. 

I have also served on multiple FDA advisory panels though the years and have most 
recently represented the medical imaging industry during the Medical Device User Fee 
Agreement negotiations with the FDA. 

As an industry negotiator, I am pleased to talk with Congress today about our first 
successful step in the process to final reauthorization: the agreement in principle between 
medical device industry representatives and the FDA. We believe that this agreement will 
facilitate improved transparency and consistency from the agency leading to better 
outcomes and more timely access for patients in need of safe and effective medical devices. 

After negotiating for more than a year, the FDA and the medical device 
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manufacturing industry have successfully come to this agreement in principle, which we 
feel is balanced and fair to all stakeholders. We hope that the balanced approach taken by 
this package will lead to a timely proposal to Congress on reauthorizing and improving the 
Medical Device User Fee Program. 

The goal of this agreement is to ensure timely patient access to safe and effective 
treatments and diagnostics. Although the agreement is not formally proposed to Congress 
until it receives full Administration approval and the FDA completes its public commenting 
process, the package as negotiated includes commitments from the Agency that will 
improve the device review program through additional predictability, transparency, and 
accountability. In a time of tremendous advances in medical technologies, the agreement 
enables the industry to bring innovative, life-saving technologies to market faster, so that 
patients receive the highest quality care. 

What Medical Device.s Mean to Patients 

Philips is a manufacturer of a diverse range of medical devices, from patient 
monitoring systems that can be used in the home to advanced medical imaging equipment 
for use in a hospital or physician office setting. These technologies are critical to patient 
care, and we are committed to ensuring that the FDA device review process works 
effectively. An effective and efficient process not only benefits us by ensuring our products 
get to market, but it also prevents patients from being left unable to access the device that 
helps them rest comfortably at home or the advanced imaging technology that detects their 
cancer early, when it is most treatable. 

The devices we produce are central to patient care. For example, the New England 
Journal of Medicine declared that medical imaging is one of the top "developments that 
changed the face of clinical medicine" during the last millennium - as important as 
anesthesia and antibiotics.* Physicians who care for patients each day have echoed that 
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assessment and have ranked MRI and CT technology as the most valuable medical 
innovations in the last 30 years." Indeed we know that the term "exploratory surgery" is all 
but obsolete due to the advancements made in medical imaging. Wait times to diagnosis 
and treatment have been shortened, allowing Americans to put an illness or injury behind 
them and get back to their lives and their families more quickly than ever before. 

Additionally, in the field of medical imaging. Philips has focused on patients are 
exposed to the lowest radiation dose possible, while giving physicians an image resolution 
that allows them to make an accurate diagnosis. Philips and the entire medical imaging 
industry are dedicated to the ALARA dose management principle, which stands for “as low 
as reasonably achievable” Medical imaging manufacturer have produced groundbreaking 
innovations to make this principle a reality. As a result, today’s medical imaging 
technologies make imaging procedures safer than ever. 

These technologies are critical for patient care and diagnosis, and give patients and 
physicians peace of mind. Because these technologies are so important to patients and 
central to physician standards of care, we have worked with the FDA over the years on 
ways to improve the timeliness, consistency and transparency of the pre-market approval 
process. When that process is broken, it not only stifles innovation, but also patient care. 
History of MDUFA Negotiations 

As you may know, medical device user fees arose following widespread concerns 
with the lengthy FDA approval time and the associated harm that this delay had on 
innovation and patient care. Congress initially gave FDA the authority to collect medical 
device user fees in 2002. The original negotiation between the FDA and industry 
established user fees for premarket applications (PMAs), premarket notifications 
(510(k)s), and other types of requests to market medical devices. The original negotiated 
agreement listed specific performance goals for FDA for premarket device reviews only. 
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Since that time, that basic structure has remained. During the last negotiation, the Medical 
Device User Fee and Modernization Act (MDUFMA), in 2007, industry agreed to increase 
fees for additional performance improvements from the FDA. 

The explicit goal of the device user fee program has been to achieve more timely 
clearance of safe and effective devices by providing FDA with supplemental funds to 
independently evaluate applications. In fact, the 2007 law specifically states that "the fees 
authorized under the amendments made by this title will be dedicated toward expediting 
the process for the review of device applications”'". 

However, despite clear Congressional intent, FDA performance has unfortunately 
declined steadily over the past several years. For example, in FY2006, FDA took an average 
of 105 calendar days to make a final decision on a 510(k) submission. That number 
increased to 154 calendar days in 2009 despite the fact that user fees had increased by 
more than half over the same period. Concern with the decline in FDA device approval 
timeliness has been an overarching concern for industry during the years leading up to our 
most recent negotiation period. Our goal in negotiating this agreement was to reverse this 
downward slide and ensure value for our user fee investment for both patients and 
innovators. 

Highlights of the MDUFA Agreement in Principle 

As you may have seen in the published minutes from the official negotiation meeting 
with the FDA and industry negotiators in [anuary 31^', the negotiators have put in place 
what we believe is a strong and fair agreement in principle. At this point that agreement 
needs to receive further review and approval by the Administration. 

The new agreement negotiated by FDA and industry would make key improvements 
to the review program while providing the Agency with the resources it needs to expedite 
the pre-market process. Under the agreement, industry would provide a total of $595 
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million to FDA in user fees from Fiscal Year 2013 to Fiscal Year 2017, When combined with 
Congressional appropriations, this resource level will enable FDA to substantially increase 
the resources it can dedicate to the review process. It will be incumbent upon the FDA to 
ensure that these employees are qualified and quickly and thoroughly trained to ensure the 
Agency meets the goals set forth in the tentative agreement. 

Ensuring Patient Access to Innovative Technology 

The increase in resources to the agency under this agreement corresponds to a 
more timely approval process, which will benefit patients and the manufacturers who 
develop these innovative technologies. The agreement includes several new quantitative 
goals to hold FDA accountable for its commitment to reducing review times. 

Total Time Goal: For the first time, FDA has agreed to establish a “total time’’ goal, 
which will hold FDA accountable for the length of time — importantly, in clearly 
understandable calendar days — between the submission of a device application and a final 
review decision. In prior agreements, performance goals were based solely on "FDA days", 
which allow the Agency to “stop the clock" and therefore technically meet the goals without 
expediting reviews. The total time goal will ensure that both the FDA, industry, and all 
other stakeholders understand the time it takes to bring a new or improved technology to 
market. This goal will hold both the FDA as well as industry to a new standard of 
accountability, as each party works to improve efficiencies to ensure patient access to 
innovative devices is not unnecessarily delayed. 

Sub.stantive Interaction Goal: Another new goal, the "substantive interaction goal”, 
will require FDA to initiate a productive discussion of Agency concerns between reviewer 
and manufacturer early in the review process. This early interaction is invaluable in 
helping manufacturers understand the Agency’s questions or concerns about a device and 
improving industry responses. 
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SlOfkl Approval Time lmprnvRmenl:5;: As you may know, most of the devices 
produced by Philips Healthcare are approved through the 510(k) program. Over 90 percent 
of all medical devices entering the market in the United States go through the 510(k) 
process. This pathway is absolutely essential, as it gives patients access to important 
incremental improvements in medical device technology. Meanwhile, this process also 
allows increased investment in research and development by manufacturers — producing 
exciting new technological developments. 

Fortunately, the agreement in principal between FDA and industry strengthens and 
reforms existing 510(k] program review goals in very important ways. Under the existing 
user fee goals, FDA is expected to make a final decision on 90% of 510(k) submission 
decisions within 90 days. The new agreement would improve the Agency's performance 
goal to 95% in 90 days for 510(k) decisions by FY16. The new agreement also eliminates 
the existing and counter-productive 150 day performance goal, replacing it with a process 
that encourages a meaningful discussion between FDA and the manufacturer on every 
stalled submission. This new process will require extensive management involvement in 
delayed applications, which will better enable Agency managers to respond to recurring 
process problems. In addition, this change also avoids the negative consequence of the 
existing metric, which unintentionally creates a perverse incentive for reviewers to delay 
final decisions for reviews that miss the initial 90 day performance goal. 

FDA’s commitment to meeting these new and improved review time goals will 
expedite the review process and help ensure patients have access to innovative medical 
devices. 

Improving Predictability, Transparency, & Accountability 

The agreement also works to ensure an improved review process that is more 
predictable and transparent for manufacturers, patients, and other stakeholders. 
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Enhanced Clarity in the Pre-.siihmi.ssion Process: The agreement requires FDA to 
enhance its pre-submission meeting process to provide more robust feedback to a 
manufacturer prior to a submission. The improved process prevents FDA from changing 
the requirements communicated at this stage, barring the development of important new 
issues that materially affect safety or effectiveness. 

Enhanced Guidance Development: The agreement also requires FDA to dedicate 
resources to developing guidance documents for industry and Agency staff with the goal of 
ensuring both the reviewer and the manufacturer understand the FDA's current thinking 
on important questions of safety and effectiveness. 

Detailed Performance Reports: Under previous MDUFA agreements, often FDA has 
been slow to provide industry and other stakeholders with the information necessary to 
judge the Agency's performance and provide constructive input on how the Agency could 
improve. The MDUFA HI agreement requires FDA to increase transparency by publishing 
more detailed performance reports. This information will help industry identify areas 
where FDA and manufacturers can work together to remove obstacles to effective and 
timely device reviews. 

Independent Asse.ssment of Performance: Perhaps one of the most valuable new 
items for improving transparency and accountability is that the FDA has agreed to an 
independent assessment of its management of the device review process, which will 
provide an unbiased analysis of how FDA can improve its performance. The FDA has 
committed to respond to this audit with a corrective action plan that addresses problem 
areas and improves the Agency's management of both the taxpayer dollars and industry 
user fees that fund the device review program. 

Conclusion 

I can't overstate the importance of an effective and efficient medical device pre- 
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market review program. That's why 1 greatly appreciate this Committee's demonstrated 
interest in improving the review process in the United States, to ensure innovative 
companies can continue to advance innovation in medicine. 

Philips Healthcare employs over 15,000 hardworking Americans in cities and towns 
across America — and we are just one company in a global industry. One recent study found 
that the American medical device industry employs over 422,000 American workers, with 
jobs in every state. 

I don't think our industry can take a single job for granted in times like these. 
Unfortunately, the current system's lack of predictability and the trend of increased review 
times have combined to force many investors to put their capital into projects in Europe— 
where device reviews are often significantly shorter than in the United States. This trend 
has raised concerns across the industry of where the American medical device industry is 
headed without improvements to the regulatory environment in the U.S. like those 
included in the MDUFA 111 agreement. 

That's why we simply can't afford to delay reforms that expand patient access to 
safe and effective medical devices while fostering the kind of innovation that will improve 
care and reduce costs. In fact, 1 believe it’s more important than ever that Congress do 
everything possible to encourage high-tech 21“ century industries — like medical device 
manufacturing— that will continue to create the jobs necessary to grow the U.S. economy, 

We are very appreciative of Members of this Committee who have held a series of 
hearings and introduced a number of bills in an effort to respond to these concerns and 
improve the FDA review process for medical devices. 1 believe that all our efforts have been 
constructive. We certainly can’t afford to move in the opposite direction and make it more 
difficult for patients to access devices the FDA deems safe and effective. 

Thank you for your consideration of these important issues. As the legislative 
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process moves forward, we at Philips Healthcare, along with our industry partners, look 
forward to continuing to work with Congress and the Administration to ensure patients are 
guaranteed timely access to medical technologies. We believe that timely access will 
continue to improve quality of life for millions of Americans and patients around the world, 
I thank you again for this invitation to testify. 


' The Editors. “Looking back on the ntiilennium in medicine.” New England Journal of Medicine (NKIM), 342; 42- 
49. 2000. 

Fuchs VR and So.x HC Jr. “Physicians’ Views of the Relative Importance of Thirty Medical Innovations.” Health 
Affairs, 20(5): 30-42, 200 1 . 

“'P.L. 110-85, Sec. 201(c) 
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Mr. Pitts. The Chair thanks the gentlelady and recognizes Mr. 
Hall for 5 minutes for an opening statement. 

STATEMENT OF RALPH F. HALL 

Mr. Hall. Chairman Pitts, Ranking Member Pallone, members 
of the committee, I appreciate the opportunity to address you on 
these important issues of medical device regulation. I serve on the 
faculty of the University of Minnesota Law School. I am also part- 
time counsel with Faegre Baker Daniels and am CEO of a four-per- 
son startup company. 

I am here to focus on two matters: the agency’s authority in the 
area of medical device regulation and the safety performance of 
FDA in its actual review. I believe it is important to differentiate 
between questions of authority from questions of implementation. 
Authority is whether the agency can act or has the power to compel 
action, while implementation goes to issues such as resources, skill 
sets, timing, processes, etc. The user fees that are under discussion 
specifically today primarily address implementation challenges and 
are intended to address those. 

On the authority front, the agency has extensive authority for 
the entire lifecycle or, as we call it, total product lifecycle, of a de- 
vice from initial design to final obsolescence. There are of course 
improvements, some of them which have been discussed in the de 
novo process or HDEs, for example, but fundamentally, the agency 
has the current authority to require products to meet the statutory 
standard of a reasonable assurance of safeness and effectiveness. 
This is true under both the 510(k) system and the PMA system. 
There are differences in how we achieve that objective or that test 
but that same statutory standard applies to all products. 

Along the same lines, the agency has extensive postmarket au- 
thority. Examples include the MDR system, the 522 orders, 
MedSun, registries, and there have been discussions about reg- 
istries. It is important to note again on the authority front that the 
agency currently has the authority under the 510(k) system to 
mandate patient registries for products for which it believes such 
registries are appropriate and valuable. The agency likewise has 
extensive authority in the areas of recalls and dealing with product 
issues including the authority to ban products where that is nec- 
essary and the authority to mandate recalls. 

The major question then is, how is the agency performing on the 
safety aspects. I leave to others the issues of impact on innovation, 
timeliness, predictability, etc. We have performed a study looking 
at medical device recalls. We have analyzed 5 years of data. We are 
actually in the process right now of analyzing another year’s worth 
of data. That is not yet completed. The conclusion of this study is 
that the agency is doing a very good job on the safety aspect. The 
vast majority of products that get through their system do not have 
significant safety issues. It is obvious and critical to remember that 
all medical devices have risks and the statutory standard is a bal- 
ance between the benefit and the risk of the product. So one of the 
key aspects and requirements of the system is to identify the risks 
so that a knowing balance can be made between the risks and the 
benefits, and when you look at the data, you can see that greater 
than 99.5 percent of all product approvals do not result in a class 
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I recall, that the majority of recall safety issues that do occur are 
postmarket issues: manufacturing mistakes, labeling errors, etc. 
And changes to a premarket system obviously can impact events 
that take place after product approval. 

Quality systems are the key to improving product safety. Of all 
recalls, as we have looked at the data, approximately 90 percent of 
all of those have some relationship to quality systems and improve- 
ments in quality systems therefore provide the greatest leverage. 
Very preliminarily, we have looked at 2010 data, as I mentioned. 
That data seems consistent with what we have seen to date with 
the other data, with a slight increase in manufacturing issues. We 
are not clear if that is statistical or not. We have also taken a look 
at class II recalls, and preliminarily, the reasons for recall appear 
to be consistent between class I and class II recalls. 

So in conclusion, the agency has multiple control points to ensure 
product safety and effectiveness, not just one: quality systems, pre- 
market approval, postmarket approval. The agency has authority, 
extensive authority both pre- and postmarket, and the agency’s 
safety record has been very good over the past years. 

Thank you very much. 

[The prepared statement of Mr. Hall follows:] 
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Written Statement 
Ralph F. Hall 
Professor of Practice 
University of Minnesota Law School 

U.S. House of Representatives Energy and Commerce Committee 
Subeommittee on Health 

Medical Device Safety: An Overview of FDA’s Authority and a Review of Safety Data 

February 15, 2012 

Good morning, my name is Ralph F. Hall. I appreciate this opportunity to speak to this 
committee on these important medical device matters affecting patients, physicians, innovation 
and jobs. 1 am here to discuss FDA's medical device regulatory system including, specifically 
CDRH’s post-market authorities and its recall authority and practices. In addition, I will review 
research I have done into the safety of 510(k) products. 1 am hero speaking in my personal 
capacity and not on behalf of the University of Minnesota or any other entity. 

Background and Disclosures 

To start, 1 serve as Professor of Practice at the University of Minnesota Law School where I 
concentrate my teaching, research and writing in the area of FDA law' and compliance matters. 
In addition, 1 am part time Counsel at the law firm of Faegre Baker Daniels where I work with 
clients on a variety of FDA matters and also provide counsel to a national 5 10(k) coalition. 
Finally, I serve as CEO at MR3 Medical LLC. - a four person start-up medical device company 
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working on a new technology for cardiac rhythm devices generally regulated under the PMA 
process. 

The research that is the focus of many of my comments was funded by the Ewing Marion 
Kauffman Foundation, a private nonpartisan foundation based in Kansas City, MO. Their 
generous support made this research possible. The Kauffman Foundation has given me complete 
academic freedom to pursue this research.’ 

Overview: 

While medical device regulation can appear to be obtuse and convoluted, there are core themes 
and policies that can be readily discerned. 

1) The system created by FDA and Congress rarely has just a single regulatory control point 
or tool to protect public health. In almost all situations, FDA has multiple tools it can use 
to ensure that only products with a reasonable assurance of safety and effectiveness (the 
statutory standard)^ are permitted onto the market or permitted to remain on the market, 

2) It is critical to separate questions of FDA’s authority from questions about FDA’s 
implementation of its authority. My comments focus on the agency’s authority. 

3) FDA has clear statutory authority under the 5 1 0(k) system to assess the safety and 
effectiveness of products under review. 


' 1 want to thank Amanda Maccoux, Mark tones, Chris Walker and Ron Song - the research assistants at the 

University of .Vlinnesota Law School who spent long hours doing the detailed data collection and coding 
required for the first study. Their talents, hard work and dedication are vital to this research and I appreciate all 
that they did. Chris Walker continues his strong support as he is conducting a detailed data review for recalls 
posted in 2010.. 

^21 U.S.C. §393(b). 
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4) FDA has a substantial number of post market tools currently available to it. These tools, 
while not perfect, give CDRH significant authority to identify po.st market product issues 
and to compel corrective action. 

5) Overall FDA has done well in providing the reasonable assurance that medical devices 
are safe and effective before they are approved or cleared. The majority of Class I recalls 
(the high risk situations) involve post market issues. The most powerful tool to improve 
this safety record is an emphasis on quality systems (so-called “QSR” systems) rather 
than changes to pre-market authorities. 

Safety and effectiveness 

FDA has the explicit statutory mandate to provide a reasonable assurance that medical devices 
are safe and effective for their intended use. What can be confusing is that FDA uses different 
means to achieve this universal goal. This reasonable assurance of safety and effectiveness for 
Class 1 devices^ is provided through the implementation of "general controls". A medical device 
is in Class 1 if these "general controls" "are sufficient to provide reasonable assurance of the 
safety and effectiveness of the device"."' 

Class II devices use both general controls and "special controls" to provide the reasonable 
assurance of safety and effectiveness.* These special controls can include clinical trials, specific 
bench testing, post market obligations and patient registries as some of the tools available to 
FDA to meet the statutory objective of safety and effectiveness. The 5 10(k) system has the 
explicit statutory authority to address safety and effectiveness issues and to keep unsafe products 

^ Congress has created three risk based device classes. Class I devices are the lowest risk devices. Class II devices 
pose medium risk and, obviously. Class III devices present the highest risk. See 21 U.S.C. §360c for an 
overview of the classification system and processes. 

"21 U.S.C. §360c(a)(!)(AKi). 

'21 U.S.C. §360c(aKI)(B). 
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off the market. Class 11 products generally go through the 5 10(k) system for premarket clearance 
(there are some exceptions not relevant to this discussion), 

CDRH has explicit authority to create special controls for life supporting or sustaining Class 11 
devices to ensure that these products have a reasonable assurance of safety or effectiveness. The 
statute states: 

For a device that is purported or represented to be for a use in supporting or sustaining 
human life, the Secretary shall examine and identify the special controls, if any, that are 
necessary to provide adequate assurance of safety and effectiveness and describe how 
such controls provide such assurance.* 

Class 111 devices are those high risk devices for which general controls and special controls are 
not adequate. These products use the PMA process to assess safety and effectiveness. 

1 want to make two key conclusions. First, no matter the device classification, CDRH is charged 
with providing a reasonable assurance of safety and effectiveness for the intended use. No 
medical device bypasses this requirement. What changes is the means (or tools) CDRH uses to 
meet this objective. Second, ail devices - like all drugs - have some risk. The challenge to 
CDRH, physicians and patients is to ensure that the benefit outweighs the risk. 

Post-Market Authorities 

In addition to the premarket control systems outlined above, FDA has a variety of post market 
authorities. Whether it uses them in the way Congress desires is a different question. The post 
market systems include information collection proce.sses, information analysis mechanisms and 
corrective action systems. 


‘21 U.S.C. §360c{a)(l)(B) 
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These authorities can be categorized as either general (or universal) requirements applicable to 
all medical devices or requirements specific to a particular product type or specific product use. 
The first group is applicable to all devices; the second are applicable to defined subgroups. The 
agency uses all of these tools detailed below to implement a systemic post market control and 
information system. 

Universal Post-Market Requirements 

The following post market legal/reguiatory structures generally apply to all medical devices. 

1 . MDR Reporting 

Pursuant to 21 C.F.R. § 803 (and related authorizing statutes such as 21 U.S.C. 

§ 360i(a) and (b)), medical device manufacturers are required to submit any 
reports of deaths or serious injuries allegedly associated with the device and, in 
addition, are required to report device malfunctions which could, if such a 
malfunction were to occur in the future, cause death or serious injury. Failure to 
submit MDR reports can (and often do) lead to serious civil and criminal 
enforcement actions. 

The regulatory definition of “serious injury” includes a wide variety of events 
including events in which medical intervention prevented an actual serious injury. 
For example, a product issue that extends the time of the operation by ten minutes 
would be “serious injury” under 21 C.F.R. § 803 even if there was no other 
patient impact. Stated differently, the regulatory definition of “serious injury” is 
much broader than what the lay person or physician might consider serious. 
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MDRs are required to be submitted within specified time frames even if the 
allegations are unproven or open to debate. Causation need not be established and 
an investigation need not be completed before the MDR must be submitted. 
Approximately 180-200,000 MDRs are reported each year. 

Properly implemented, the MDR system provides an ongoing assessment of 
product performance in real world situations and operates as an “early warning 
system” for unknown safety issues or changes in the frequency or severity of 
known risks. 

2, Recall Reporting 

Under 21 C.F.R. § 806 (and related statutes and guidance), companies are 
obligated to report to FDA within ten days any field action (technically, either a 
correction or removal action) related to product issues or regulatory matters. 

These recall reports, subsequent recall effectiveness checks conducted by FDA 
and recall close outs processes provide FDA with information about field 
performance issues and to ensure that field performance issues related to that 
product or similar products arc properly addressed. 

As discussed in more detail below, FDA has the explicit statutory authority to 
mandate a recall.’ 


’21 U.S.C, §360h(a) and (e). 
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3. MedSun 

The MDR system is a '“passive” data collection system in that it relies on third 
parties to submit reports. To complement this “passive” system, CDRH has 
implemented (and is currently upgrading) the MedSun program. The program 
actively collects product performance data from approximately 350 hospitals 
covering different geographies and types of patient base (urban and rural, small 
and large, academic teaching centers and non-academic centers, etc.). CDRH has 
special relations with these institutions and has trained these institutions to 
actively report product issues. 

The MedSun system provides enhanced field surveillance and the collection of 
more data in a structured, organized fashion. 

In a related program, CDRH is working to implement MDEpiNet,* This system 
links together 10 major academic networks in order to bolster post market and 
field information collection and analysis. 

4. QSR Systems 

A critical element in CDRH’s post-market safety and surveillance systems are the 
Quality System Regulations (or QSRs) generally set forth in 21 C.F.R. § 820. 
These require, among other obligations, each company to collect and analyze all 
product complaints (i.e. post market information) and related internal product 
quality information. All such issues must be investigated to determine root cause 
and appropriate reporting (often MDR filings) must take place. The company has 
^ http://www.acce5sdata.fda.gov/FDATrack/track-proj?program=cdrh&id=CDRH-OSB-MDEpiNet 
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an obligation to look not just at events in isolation but to trend events and look for 
commonality of issues across product lines. This event trending is a key tool to 
identify signals of issues and to understand any appropriate corrective action. 

Properly implemented, these QSR processes (and related manufacturing and 
product development and testing systems), are robust tools to identify and analyze 
product performance. FDA routinely inspects these processes and, in fact, audits 
of these "CAPA" systems are part of the QSIT inspection system, 

5. Inspections 

FDA has the authority to inspect any medical device manufacturer. These 
inspections routinely cover QSR systems, compliant files, complaint 
investigations, root cause analysis, event trending, product modifications and 
recall activity. Inspectors have access to all relevant documentation and to 
individuals responsible for these various activities. Such inspections can be either 
“routine” or “for cause” if FDA suspects or has knowledge of some product 
performance issue. A failure or refusal to supply relevant information or 
documents or supplying false information can be a criminal offense. 

6. Product Tracking 

Post-market surveillance (and recalls as discussed below) is intended to link 
products to events and identify specific products. This is no small challenge 
given the literally billions of devices on the market that are used in a wide variety 
of settings outside the knowledge or control of the manufacturer by users or 
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consumers over which FDA has little if any regulatory authority. In addition, 
multiple devices are used in a single therapeutic setting and are often serving an 
ancillary role to the more obvious therapy delivery. There may be literally 
hundreds of devices used in a cardiac surgical procedure. 

FDA’s unique device identification (UDl) program should significantly improve 
the agency’s ability to track devices and link specific devices to events. The 
agency is in the process of developing the UDI system as mandated by Congress 
in 2007, 

In addition, FDA can, for implantable and high risk devices, impose specific 
device tracking requirements under 21 U.S.C. § 360i(e) (FDCA § 5 1 9(e)). 

7. Reports of Product Modifications or Changes 

Under both the PMA and 510(k) systems, companies are also obligated to report 
to CDRH product modifications made to address field issues (whether safety or 
effectiveness issues). This process provides CDRH another view into product 
performance and can trigger inquiries about related products or systems. Product 
modifications that must be reported include physical changes to the device and 
also changes in the labeling such as new warnings or instructions for use. 

Specific Post-market Systems or Obligations 

For certain products, more tailored or specific post-market surveillance many be appropriate. 
These are in addition to, not in lieu of, the general or universal post-market obligations described 
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above. CDRH has a wide variety of statutory authorities by which it can impose such tailored 
post-market surveillance obligations, 

1 . Conditions of Approval 

PMA product approvals include mandatory “conditions of approval” (see 
2 1 C.F.R. § 8 1 4.82(a)(2)). These vary between product types but can include 
enhanced post-market surveillance, post-market testing, increased reporting, 
patient registries, etc. These post-market obligations can be tailored to the 
particular needs of the patients and products themselves thus allowing for more 
focused and relevant post-market surveillance. 

2. Special Controls 

In an analogous way, Class II products can be subjected to special controls under 
21 U.S.C. § 360c(a)(l)(B) (FDCA § 513(a)(1)(B)). These special controls can 
require any number of post-market obligations including patient registries, 
dissemination of product use guidelines, post-market surveillance plans, etc. In 
addition to these specifically enumerated tools, the FDA can mandate “other 
appropriate actions as the Secretary deems necessary to provide such assurance 
[of safety and efficacy].” 

3. Section 522 Orders 

In 1997, Congress added 21 U.S.C. § 3601 (FDCA § 522). Under Section 522, 
FDA may order manufacturers of Class II or Class HI products which are 
implantable products, life sustaining products or products for which a failure 
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“would be reasonably likely to have serious adverse health consequences” to 
conduct post-market surveillance studies. These orders can be imposed as part of 
a PM A (or sPMA) approval or applied to 510(k) products. FDA'has the power to 
review the proposed post-market surveillance plan to ensure that it is adequate 
and is being implemented by qualified individuals and the power to review 
compliance to the Section 522 order. 

Section 522 orders are in addition to, not in lieu of, other post-market authorities. 

4. international Controls and Infomiation 

In addition to these U.S. centric obligations, companies are obligated to report to 
FDA adverse events occurring or reported outside the U.S. and to include adverse 
event information from non-U.S. sources in many submissions. The various 
regulatory agencies also have information exchanges such that a product issue in 
one jurisdiction is reported to regulators in other countries. International or 
domestic information can trigger field actions in the United States, corrective 
actions by the manufacturer and detention or refusal of entry of imports. 

Recall Overview 

FDA has a number of existing statutory mechanisms to address field issues. In a number of 
cases, these don’t use the term “recall” but perform the functions of a recall, 

1. Voluntary Recalls 

In the event that industry takes a voluntary field action to address a product or 
regulatory issue, the company is obligated to inform FDA under 21 C.F.R. Part 7 
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and 21 C.F.R. § 806 within 10 days. The agency oversees the field action and 
conducts recall effectiveness checks of varying intensity based on the seriousness 
of the risk. 

2. Mandatory Recalls and Notifications 

If the company refuses to take action, FDA has a variety of actions it can take 
generally under 21 USC §360h (FDCA §518). These include the right to mandate 
a public notification if the device in question “presents an unreasonable risk of 
substantial harm to the public health” and notification is necessary to eliminate 
that risk. §5 1 8(e) also gives FDA the authority to order a mandatory recall in 
situations of a risk of serious adverse health consequences. 

3. Seizure and Detention Actions 

FDA also has the well-established authority to conduct seizure and detention 
actions pursuant to 21 USC §§331 and 334. In a seizure action, the government 
can go into the company and into the market place (including distributors and 
stores) and take physical control of the product to prevent any further movement 
in interstate commerce. Violation of a seizure order is a standalone criminal 
violation. 

4. Publicity 

Under 21 U.S.C. § 375, FDA has the authority to publicize issues or products 
which present an imminent danger to health or gross consumer deception. 

5. Repair, replacement and refund 
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Section 5 1 8(b) gives FDA the authority to order the company to provide repairs 
or placements of defective products. FDA can also order a monetary refund to 
consumers. FDA has additional power under court decisions such as Lane Labs 
to order restitution to consumers. 

6. Banning and suspension of approvals 

FDA also has the authority under FDCA §5 1 6 and 5 1 5(e) to ban further 
distribution of products or to suspend (temporarily or permanently) PMA 
approval. 

As can be seen, FDA has substantial statutory authority to take (or mandate) 
actions to protect consumers from unsafe products in the market. It is hard to 
imagine some action that FDA should be able to take action relating to an unsafe 
product in the market for which it does not already have statutory authority. 

The existence of such authority is a very different question from whether FDA, 
industry and physicians are appropriately using or complying with such authority. 
Recall Suggestions 

There are, however, some ways in which the general recall process under 21 C.F.R. Part 7 and 
21 C.F.R. § 806 could, in my opinion, be improved. 

First, the term “recall” implies a physical removal or explants. That causes unnecessary patient 
anxiety and possibly unnecessary explants. It is also inaccurate. While in some cases a physical 
removal or explants may be the best medical course that is often not the case. Implying that the 
product should be physically removed can mislead patients. Of course one does not want to 
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dilute or hide the importance of the field action. Calling it something like a “Safety Alert” while 
reserving the term “recall” for those situations in which a physical removal is appropriate 
conveys the seriousness of the situation in an accurate, non-misleading fashion. 

Second, I would strongly encourage the agency to immediately classify any recall reported to it 
so that the field notification can accurately state the seriousness of the situation. Assigning a 
classification six weeks after the physician notification occurs serves no physician or patient 
communication purpose and can mislead physicians and patients into thinking that there is a 
second recall when that is not the case. 

Finally, having more objective criteria for classification of recalls would improve the 
communication value of the classi fication. 

Medical Device Review Decisions — Study Summary 

The safety of medical devices is, of course, of prime importance to patients, physicians and other 
stakeholders. Rather than look at individual events, opinion or anecdote, 1 am interested in the 
performance of the system as a whole. It is critical to remember that all devices carry with them 
some risk. 

With the aid of a number of research assistants, I studied the overall safety profile of medical 
devices approved or cleared by FDA from 2005-2009 by using Class I safety recall data.’ This 
study'*' evaluated Class I (or high risk) recalls of all medical devices, regardless.of whether they 


We are currently In the process of analyzing 2010 recall data, 

An earlier version of this research into the safety of medicals devices through an analysis of safety recalls was 
presented to the Institute of Medicine committee reviewing the 5I0(k) system, reviewed with FDA. 


Page 14 



116 


were approved through the PMA system, cleared through the 510(k) process or were otherwise 

exempt. 

The key conclusions from my research are as follows: 

7. Overall, 5 1 0(k) regulated medical devices have an excellent safety profile. Over 99.5%' ' 
of 510(k) submissions assessed during this study period did not result in a Class 1 safety 
recall. Over 99.7% of 51 0(k) submissions did not result in a Class 1 recall for any reason 
relevant to the SlO(k) premarket system. 

8. Products approved through the PMA system also have an excellent safety record. Again, 
greater than 99.5% of PMA or sPMA submissions do not result in a Class 1 safety recall 
during the study period, 

9. Very few (less than 9%), Class I recalls during the study period involve possible 
undiscovered clinical risks. As such, increased preapproval clinical testing would not 
have any meaningful impact on reducing the number of Class I recalls. 

10. The majority (approximately 55%) of all Class I recalls involve problems or issues that 
arose after market release and could not be affected by premarket approval systems or 
requirements. For example, a manufacturing mistake made three years after FDA 
approval or clearance may trigger a Class 1 recall. However, any premarket requirements 
such as clinical testing are irrelevant to preventing such a recall. 

11. A very significant majority (over 90%) of all Class 1 recalls (including both premarket 
and post-market issues) are directly related to quality system issues (so-called QSR 

All percentages have some margin of error given the relatively small data set. 
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systems'*). Improved QSR systems will have the greatest effect in reducing the number 
of Class I recalls. 

12. My study did identify a bolus of Class I recalls in two device types - automatic external 
defibrillators (AEDs) and infusion pumps. Any changes to the premarket review process 
should be targeted to demonstrate problems rather than applied in some random, shotgun 
way. In fact, following the initial public discussion of this data, CDRH has instituted two 
initiatives - one directed to infusion pumps and the other to AEDs. 

1 3. Finally, one should not confuse classification for premarket review processes with recall 
classification. These are very different things and serve very different purposes. 

Study Background 

The need for the research that 1 will describe goes back several years when a number of 
stakeholders started to question the robustness of the 510(k) system. 1 was and am familiar with 
the numerous issues relating to delays in submission reviews and changing data requirements. 1 
was, however, struck by the belief among some that the 5IO(k) system did not assess or consider 
product safety in making clearance decisions and that there was some major issue with the safety 
of products being cleared by the 5 1 0(k). First, it is critical to note that FDA does consider safety 
when deciding whether to clear a 510(k) submission. Second, some stakeholders were 
advocating making major changes in the 5 1 0(k) system to address presumed safety problems. I 
w'as particularly struck by the fact that there was no good, objective data to support or refute the 


QSR requirements are intended to provide “cradle to grave” product quality in a closed loop, learning system. 
QSRs include design input and processes, design validation, product testing, manufacturing controls, process 
controls, change controls, management review and post-market assessments. See, generally, 21 C.F.R. § 820. 
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assertion that the 5IO(k) system needed to be changed because of these presumed safety issues 
and, if some changes were warranted, the s. 

In fact, at an early public meeting held by FDA to discuss making major changes to the 5 1 0(k) 
system, 1 commented that this was a “ready, fire, aim” exercise in which various interest groups 
were advocating major changes without any understanding of the actual performance of the 
system and any issues with the system. It struck me then and now that data, not opinion, should 
drive policy changes. 

Given my concerns over the lack of hard data, I commenced a study (with the able assistance of 
four research assistants) assessing the safety performance of FDA approval processes. To my 
knowledge, this was the first study designed to systemically assess the safety performance of the 
510(k) system. This study was funded by the private, nonpartisan Kauffman Foundation. I am 
solely responsible for the study and its results. 

Study Methodology 

This study assessed the overall safety profile of medical devices approved or cleared by FDA 
from 2005-2009 by using Class I safety recall data. 

Class I safety recalls were chosen as the measure of safety as these recalls involve any medical 
device problem posing any significant risk of serious health consequences to patients and also 
correctly exclude risks considered as part of the approval or review process. Class H recalls 
involve generally remote risks to patients and Class III recalls involve minimal or no risk to 
patients. FDA, not industry, is responsible for assigning the recall classification. Note that the 
Class of recall assigned by FDA is independent of the product’s device classification. 
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Using FDA databases, we identified all Class I recalls posted by FDA on public databases during 
2005-2009. We first combined all duplicate recalls into one data set of unique or stand alone 
recalls: (FDA may have several recall announcements and thus there may be multiple data 
entries for the same issue because of different package configurations, brand names or product 
sizes). 

1 18 unique recalls were identified. We then coded each recall for a number of factors including 
regulatory pathway, medical specialty, whether implantable and three letter product code. We 
also coded each recall with one of thirteen reasons for recalls. Generally speaking, these thirteen 
recall reasons can be combined into three broad groupings of premarket issues (i.e., something 
that could, at least theoretically, have been discovered during a premarket review process), post- 
market issues and miscellaneous (counterfeit and “quack” products). We used FDA websites 
and publicly available information for this coding. 

All data was entered into a standard Excel spreadsheet following quality control. 

This study must be assessed in light of the following factors'^: 

1. We relied entirely upon publicly available data. 

2. While companies arc obligated to report recalls, there may be situations in which the 
company failed to meet this obligation. We believe that any such missing recalls would 
tend to be small in number because of the penalties for non-compliance and the variety of 

We considered other methodologies; including reviewing adverse event reports (generally referred to as Medical 
Device Reports or MDR reports) and also tried to assess number of products involved in each recall. In these cases, 
the data is hopelessly inaccurate and incomplete, inaccurately counts actual events as compared to the risk of a 
malfunction or is not related to the binary decision to approve or not approve the submission. 
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information sources that would alert FDA and the public to any undisclosed recall. 
Importantly, there is no reason to believe that the distribution of the causes of such recalls 
would be different than the data we had. 

3. We reviewed Class I recalls and not Class II recalls. (FDA defines a Class 11 recall as a 
situation in which the problem “might cause a temporary health problem, or pose only a 
slight threat of a serious nature.) We believe that Class I recalls represent all recalls with 
any meaningful risk to patients and so represent a valid safety picture. Class I recalls 
represent the majority of actual patient risk and it seems that FDA (the entity doing the 
classification) tends to err in the direction of more serious recall classifications. Risks as 
low as 1/20,000 have been classified as Class 1 recalls thus demonstrating the breadth of 
risks captured by Class I recalls. 

4. Finally we did not assess any effects of various regulatory systems or actions on patient 
access to new products, innovation or the economy in general. 

We also determined the percentage of 510(k) submissions that resulted in a subsequent Class I 
recall. The numerator for this calculation is the number of recalls. The denominator is the 
number of submissions. The denominator for this calculation is a close estimate as there is no 
direct connection between the date of the submission and the subsequent recall. For example, a 
recall for a design defect might occur within a month after market release while a recall for a 
manufacturing error or packaging mistake could occur literally years after approval or clearance. 

We determined an annualized number of submissions by taking the average number of 
submissions for a ten-year period (2000-2009) and annualizing that number. W'e used this 


Page 19 



121 


number for all percentage calculations. Those percentages, however, are appro.ximations due to 
this data challenge. 

Study Results and Data 

i nitial ly. we looked at the reasons for recalls for these 1 1 8 Class I recalls. It must be 
remembered that all devices carry risk and that Congress has balanced patient access to new 
technology with premarket processes by creating the standard that there must be "reasonable 
assurance" of product safety before the product should be marketed. We determined the reason 
for the recall by examining FDA's public databases and also reviewing publically available 
information including physician notification letters and SEC filings. I was responsible for all 
decisions relating to the reason for recall. I blindly recoded 10% of the recalls and had a 
complete match with the initial determination of the rea.son for the recall. 

The following table shows the number ofrecalls by regulatory pathway and the reason for recall. 
Reasons for recall in blue are those related, at least potentially, to premarket review processes. 
The others are recall reasons that are completely unrelated to any premarket process. 


Primary Reason for Recall 

PMA 

i t 

Class 1 ' 

Other or 
Unknown 

TOTAL 

Manufacturing 

6 

31 

2 

1 

40 

Labeling Error 

0 

4 

0 

0 

4 

Design Issue 

6 

25 

1 

0 

32 

Software Design 

1 

9 

0 

0 

10 

Software Manuf. Failure 

0 

2 

0 

0 

2 

Supplier Issue 

2 

5 

0 

0 

7 

Failure to Identify Cli'nicai 
H^sk 

0 

0 

0 

0 

0 
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0 

8 

0 

0 

8 

Missing Parts 

0 

0 

0 

0 

0 

Sterilization 

1 

4 

2 

0 

7 

Reguiatory Violation 

0 

1 

1 

0 

2 

Packaging/Handling 

0 

0 

0 

0 

0 

Other (Counterfeit, Sham) 

0 

6 

0 

0 

6 


As shown below, the majority of all recalls (approximately 55%) are for post-market issues. For 
these recalls, no change in the premarket 510(k) or PMA process would affect the recall 
occurrence or frequency. 



Total 

Recalls for Pfe- 

Recalled for Post- 

Recalled for 
Other , 
Issues' 

Percent of 
Recalls to 
Total Recalls 


Recalls 

Market Issues 

Market Issues 

Class i or 

7 

1 

6 

0 


u/k 


(14,2%) 

(85.7%) 

(0%) 

5.9% 

510(k) 

95 

43 

(45,3%) 

46 

(48.4%) 

6 

(6.3%) 

80.5% 

PMA 

16 

7 

(43,8%) 

9 

(56.3%) 

0 

(0%) 

13.56% 

TOTAL 

118 

j 51 

61 

6 ” 

■ 118 


As seen below, a very small percentage of 5 10(k) submissions led to a Class 1 recall during our 
study period. The first chart shows the ratio of 5 1 0(k) submissions to all Class I recalls and the 
second chart shows the ratio of 5 1 0(k) submissions to Class I recalls related to any theoretical 
premarket issue. 
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This data shows that CDRH and the submission sponsors have done an admirable job in 
identifying potential device risks, particularly clinical risks, prior to the approval or clearance 
decision. These risks can then be explicitly balanced against benellts as part of that premarket 
decision. Very few, if any, recalls in the device world are related to imdi.scovered clinical issues. 

Based on this data, approximately 99.55% of all 510(k) subnii.ssions did not result in a Class I 
recall for any issue during the .study period. More importantly for assessing the 510(k) process, 
approximately 99.78% of all 510(k) submissions did not result in a Class I recall for any reason 
related to the premarket process. Stated differently, the maximum theoretical impact of any 
change in the 5 10(k) .sysstem would be on 0.22% of all 5IO(k) submissions. This data also 
demonstrates that additional premarket clinical testing would be ineffective in reducing Class I 
safety recalls. 


Total 510(k) Recalls for the Last 5 
Years - All Causes 

(2005-2009) 


0.45% 

(89/19,873). 


■ Recalled 

■ Not Recalled 


99.55% 

(19,784/19 

873) 
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Total 510(k) Recalls for the 
Last 5 years - Premarket issues 


5 RecalledforPre- 
Market issues 


99 . 7 ' 

(19,830/ 


Total 510(k) Submissions in 10 
years 

39,747 

Average Submissions in 5 year 
time period 

19,873 

Total 510{k) Recalls for 2005- “ 

.,.,.A2009fsw 

89 

Total 510(k} Recalls for Pre- 
Market Issues for 2005-2009 

43 


The number of recalls related to premarket issues is most relevant in assessing whether the 
5 1 0(k) system is adequately addressing patient safely during the review process, This data 
demonstrates that post-market issues, not premarket processes, should be the focus to improve 
patient safety. 

This conclusion is reinforced when we reviewed the role of quality systems in recalls. As shown 
below, over 90% of ail Class 1 safety recalls are related to quality system issues and not to other 
factors such as a lack of clinical trials. 
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8 Post-Market QSR Issues 
■ Pre-Market QSR Issues 
Pre-Market Non-QSR Issues 

52% 

46/89 


9% 
8/89 


35/89 


Clearly, this data demonstrates that all stakeholders should concentrate on QSR systems such as 
design control and bench testing — not the 5 1 0(k) submission system — as the most effective 
way to provide greater patient safety. 

We also did sub-analysis by product type and medical specialty. Such analysis can be used to 
identify concentrations of issues for further investigation by FDA, industry and other 
stakeholders. As seen below, Class 1 recalls are concentrated in several product types. 
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Recalls by Medical Speciality, Percentage of 
Recalls for Pre-Market Issues 

n=112 

m Recalled for Post-Market Issues M Recalled for Pre-Market issues 

54.55% 56.67% 



Medical Speciality 


Further analysis indicated that automatic external defibrillators (AEDs) and infusion pumps 
accounted for 28% of all Class I recalls and accounted for a substantial part of the bolus or 
recalls seen in the cardiovascular and general hospital categories. FDA has now triggered new 
regulatory initiatives for both AEDs and infusion pumps. 
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This data also shows remarkably few Class I recalls for a number of product areas, including 
some product types that have been recently agued demonstrating flaws with the 5 1 0(k) system, 
such as orthopedics, radiology and OB/GYN. 

We also assessed the data to see whether implantable products or submissions that went through 
the third party review process had any concentration of Class 1 recalls. Our analysis showed that 
Class 1 recalls for implantable devices almost exactly matched the expected percentage of recalls 
and that there were fewer recalls for submissions reviewed under the 510(k) third party review 
system than might be expected. 

Study Conclusion 

This study demonstrates that very few 5 10(k) medical device submissions — less than 0.5% — 
become the subject of a Class 1 safety recall. Even in this small number of Class 1 recalls, the 
majority of Class 1 recalls involve post-market issues such as manufacturing mistakes, and are 
focused around two product categories (cardiovascular and general hospital). These recalls 
involve quality system issues, not premarket issues. Overall, in excess of 90% of all recalls 
appear to involve quality system issues. 

Our study shows that FDA has a very positive safety record in its 510(k) clearance decisions. 
Overall Conclusion 

Overall, products approved or cleared by FDA have very good safety records. Of course, all 
stakeholders should always be striving to improve on this already good record. Improvements in 
QSR (quality systems) offer the greatest impact. 
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FDA also currently has substantial post-market surveillance authority and recall authority. It is 
difficult to imagine actions that FDA may want to take when faced with a serious public health 
issue for which it lacks authority. Implementation and compliance by all .stakeholders may well 
be the most fruitful area of focus. 

Again, 1 appreciate the opportunity to present to the committee and would be happy to answer 
any questions. 
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Mr. Pitts. The Chair thanks the gentleman and recognizes Dr. 
Jaffe for 5 minutes for an opening statement. 

STATEMENT OF ROSS JAFFE 

Mr. Jaffe. Chairman Pitts, Ranking Member Pallone, members 
of the subcommittee, thank you for the opportunity to testify today. 
My name is Ross Jaffe. I am a physician trained in internal medi- 
cine who for the last 21 years has had the privilege of working to 
help develop innovative medical technologies. 

In my role as a physician and venture capitalist, over the last 
few years I more and more frequently face a frustrating paradox. 
On the one hand, we live in a time of incredible innovation in 
science and medicine that I see embodied in fascinating tech- 
nologies every day. On the other hand, more and more often I am 
forced to turn down many of these important medical innovations 
because our unpredictable regulatory system here in the United 
States has stretched development time frames and increased cap- 
ital requirements needed to fund these technologies, precluding 
adequate investment return for my investors. 

It is important to note that our investors are primarily university 
endowments, foundations and pension funds, which rely on us to 
generate a positive return on their capital. If we do our jobs well, 
not only do patients benefit and physicians have access to more in- 
novative medical technologies, high-quality jobs are created, uni- 
versities can educate more students, foundations can do more good 
works, and people can retire in greater comfort, a real win-win-win 
system that supports medical innovation and the U.S. economy. 

Colleagues of mine who have testified during previous hearings 
have described how most medical innovation comes from small ven- 
ture-backed companies. However, the growing uncertainty with the 
FDA has dramatically reduced the amount of investment available 
to fund innovative medical companies. According to data from 
PriceWaterhouseCoopers, in 2007, 116 early-stage companies 
raised approximately $720 million in initial financing. In just 4 
short years, that investment amount has dropped by more than 70 
percent to just 55 companies raising only $200 million. To put this 
in perspective, 2011 saw the lowest level of venture capital invest- 
ment in medical startups in the last 16 years. 

In a recent survey by the National Venture Capital Association, 
which has been referenced this morning, 42 percent of health care 
venture firms expect to decrease investment in medical device com- 
panies over the next 3 years. In addition, 31 percent of firms expect 
to shift health care investment and operational focus away from 
the United States towards Europe and Asia. In both cases, regu- 
latory challenges here in the United States were cited as the pri- 
mary factor for declining investment and driving investment over- 
seas. Indeed, it is now common for many innovative lifesaving tech- 
nologies, for example, percutaneous heart valves, to be available for 
patients in Europe years before they are available to patients here 
in the United States. 

Fortunately, within the last year or so, the FDA leadership in- 
cluding Dr. Shuren has acknowledged how regulation is slowing in- 
novation and driving product development overseas. They have 
begun internal efforts to improve FDA processes as illustrated by 
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a series of draft guidance documents released over the past few 
months. 

One notable efforts seeks to make explicit FDA considerations 
and risk-henefit determinations for premarket approval. Under the 
law, FDA is supposed to assess medical technologies to assure that 
the probable benefits are greater than the probable risks. Unfortu- 
nately, over the past few years, many FDA reviewers appear to be 
applying a different standard, weighing the probable benefit 
against any possible risk, which is not the standard in the law. If 
implemented appropriately, this guidance should make risk-benefit 
determinations more patient-centric and evidence-based and there- 
fore improve the transparency, consistency and accountability of 
FDA decision-making, and I was pleased to hear today that that 
should be moving forward very quickly in the next few months. 

Beyond administrative changes under consideration by the FDA, 
the MDUFA reauthorization being discussed at this hearing will 
include additional process enhancements as well as needed re- 
sources to increase the predictability of the process. However, re- 
sources alone are not enough. We also need meaningful operational 
improvements, not only through MDUFA but also through addi- 
tional legislation that leads to better application of the least-bur- 
densome principle, streamlining the de novo process and revision 
of conflict of interest policies to allow more leading experts to sit 
on FDA advisory panels. 

In closing, let me be clear about one thing. We are not asking 
for increased regulatory predictability, consistency or efficiency at 
the expense of public safety. Innovation and safety are not a trade- 
off. It is not an either-or. We absolutely need both. As investors, 
my colleagues and I pursue medical innovations precisely because 
they are safer and more effective for patients, preferably when they 
also can reduce health care costs. We need to work together to as- 
sure a regulatory system that supports the timely development of 
innovative products and therefore enables safer and more effective 
patient care. 

Thank you. 

[The prepared statement of Mr. Jaffe follows:] 
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Chairman Pitts, Ranking Member Pallone, and Members of the Subcommittee, 
thank you for the opportunity to testify today. My name is Ross Jaffe. I am a 
physician trained in internal medicine who for the last 2 1 years has had the 
privilege of working to help develop innovative medical technologies. I am a 
founder and Managing Director of Versant Ventures, a California-based venture 
capital firm that focuses on investing in early stage medical device and life science 
companies to fund and guide their development of medical solutions for some of 
the most daunting diseases and afflictions facing patients today. 

As a physician venture capitalist, 1 am increasingly facing a frustrating paradox, 
one that I never thought I would face in 2C century America. On the one hand, 
we live in a time of incredible opportunity for medical innovation. Our 
understanding of human physiology and disease grows almost daily. In addition to 
this new understanding of clinical problems, we have constantly evolving 
information technology, new and novel materials, and expanding engineering 
capabilities that enable smart inventors to conceive fascinating new products to 
solve important clinical problems. With the aging of the population and increasing 
pressure for healthcare reform, new and better technologies are critical to reduce 
the costs and improve the quality of healthcare. The potential for innovation in 
medical technology has never been greater. 

On the other hand, as a venture capitalist I am forced to turn down investing in too 
many promising medical innovations — technologies that you and I would want 
access to in order to help our loved ones if they needed them — because it is 
difficult to predict how long and how much capital it will take to get a particular 
innovation approved by the FDA and into patient care. In this day and age of 
phenomenal medical innovation, regulatory uncertainty is the largest deterrent to 
venture capitalists bringing potentially valuable new technologies to market. 
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America currently leads the world in medical innovation through our unique 
medical device innovation ecosystem which has developed over the last fifty years. 
Most medical technology innovation comes from small, entrepreneurial 
companies, often fueled by venture capital, that take on the risk of promising 
science and, over time, transform ideas and research into critical technologies that 
advance science in areas of unmet needs for patients. 1 am sure that you have 
heard the statistics before: 80 percent of medical device companies have less than 
50 employees, and 98 percent of the medical device companies have less than 500 
employees.' If successful, these companies grow, create jobs, and deliver 
innovative devices and technologies to medical providers that improve patient care. 

It is important to note where venture capitalists get their funding. Our investors are 
primarily university endowments, foundations, and pension funds. If we do our 
job well, not only do patients and physicians have access to innovative medical 
technologies and high-quality jobs are created, but universities can educate more 
students, foundations can fund more good works, and people can retire in greater 
comfort. This is an incredible win-win-win system that fuels medical technology 
innovation - a system which has allowed the United States to be the world leader 
in medical product development, manufacturing, and exportation. 

While this medtech innovation ecosystem has traditionally worked very well, 
funding of medical technologies has slowed, largely because regulatory pathways 
are increasingly difficult to predict and unexpected regulatory delays increase the 
time and capital required to build companies. Increasing time frames and capital 
needs are causing many venture capital firms to move away from medical device 
investing, and many traditional investors in venture capital - the university 

^ "Medical Technoiogy and Venture Capital: A Fruitful Yet Fragile Ecosystem," ViDMA and NVCA, June 2009, 
http;/Avww.m0diCiikieviceN,org/node/G56. 
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endowments, foundations, and pension funds that provide most of the capital to 
venture investors - are no longer putting their money with venture firms investing 
in the life sciences space. 

This loss of capital has caused a dramatic decline in medical devices start-up 
funding over the last five years. In 2007, the MoneyTree report by 
Pricewaterhousecoopers and the National Venture Capital Association (based on 
data from ThomsonReuters) shows 1 16 early stage device companies raising 
approximately $720 million in initial venture capital. Since then we have seen 
more than a 60 percent decline in the number of device companies receiving initial 
venture capital investment and more than a 70 percent decline in the amount of 
capital invested - with only 55 new companies raising just under $200 million in 
2011.^ This is the lowest level of medical device start up activity since 1996. 

What makes this data more troubling is that initial start-up company financings are 
a leading indicator for innovation and job creation in the medical device sector. 

When you ask my venture capital colleagues why they are no longer funding new 
medical device start-ups, whether in formal surveys or informally, the answer is 
the same: unpredictability in the U.S. regulatory process makes it too risky to 
commit the capital required to build a company through to success. Since 2005, 
the time and capital it takes our companies to get a clear definition of the required 
regulatory path, negotiate pre-clinical and clinical requirements, and obtain an 
approval decision once a completed application has been submitted have risen 
dramatically. Small, venture-backed companies typically spend $500,000 to $2 
million per month to operate as they prepare for clinical trials. A six to twelve 
month delay in getting to agreement with the FDA staff about a clinical trial design 

^ NVCA/PWC MoneyTree Survey, "VC investments Q4 - MoneyTree - National Data", 
http://nvca.org/index.php?option=com_content&view=artic!e&jd=344&ltemid=103 
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issue, which is not unusual, can result in millions of dollars of extra capital that the 
company has to raise from investors to get through the approval process and into 
the market. 

In a recent survey that the National Venture Capital Association^ performed, 42 
percent of healthcare investors responded that they were decreasing their 
investment in medical device companies because of the increased time frames to 
regulatory approval. 61 percent of respondents noted that regulatory challenges 
with FDA was the primary factor driving their healthcare investment decisions, 
making this challenge by far the most commonly cited factor. As these 
investments are disappearing at home, they are moving overseas and into other 
emerging markets. The NVCA survey found that 31 percent of VC respondents 
expected to decrease healthcare investment in the U.S. while 44 and 36 percent 
expected to increase investments in Asia and Europe, respectively. I have included 
the entire report as an addendum to this testimony, but the message of this and 
other surveys'* is clear: The current regulatory environment is an increasing 
deterrent to investment in innovative medical technologies. 

My venture capital colleagues and I would greatly prefer to have our companies do 
our development work here in the U.S., but the challenges of our regulatory 


^"Vitai Signs: The Crisis in investment in the U.S. Medical innovation and the Imperative of FDA Reform, NVCA and 
Medic, October 2011, http://www.nvca.org/vital signs data slides.pdf 

"FDA Impact on US Medical Technology Innovation", Dr. Josh Makower, November 2010, 
http://nvcaccess.nvca.org/index,php/topics/public-policv/155-fda-impact-on-innovat<on-studv-out- 
todav.html : 

"Competitiveness and Regulation: The FDA and the Future of America’s Biomedical Industry", California 
Healthcare Institute, February 2011, 

http://www.chi.org/upioadedFiles/lndustrv at a glance/Competitiveness and Regulation The Future of Ameri 
ca%27s Biomedical lndustrv.pdf ; 

"Comprehensive Analysis of the 510(k) Process, Northwestern University, May 2011, 
http://www.inhealth,org/wtn/Page.3SP?PaEelD=WTN004937: 
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environment have compelled us to take most of our initial clinical work to foreign 
shores. We routinely seek regulatory approval and commercialize new products 
overseas ahead of seeking U.S. regulatory approval. It is now common for many 
innovative and often life-saving technologies - such as percutaneous heart valves - 
to be available to patients in Europe years before they are available here in the U.S. 
In our Versant portfolio, we have several examples of products approved and first 
commercialized in Europe — a novel, leadless cardiac defibrillator; a novel 
treatment for chronic atrial fibrillation; a retinal implant to restore functional vision 
in blind patients; and a spinal implant - all approved overseas years before we 
could obtain regulatory approval and offer them to patients here in the U.S. 

Fortunately, within the past year, the FDA has acknowledged how delays, 
indecision, and inconsistency are stowing innovation and driving product 
development overseas, and have committed resources to addressing these 
problems. 

One recent guidance document that has the potential to improve the regulatory 
environment significantly is intended to make explicit the risk-benefit analysis 
used by FDA staff to make regulatory decisions in each pre-market application. 
Under the law, FDA is directed to assess medical technologies on the basis of 
whether the probable benefits outweigh the probable risks from the use of the 
technologies. Unfortunately, over the past few years many reviewers seem to be 
applying a different standard that weighs the probable benefits against any 
potential risk. This departure from the law is one of the key drivers that makes 
getting to agreement on pre-clinical and clinical requirements more difficult and 
time consuming. By making the assumptions behind the risk-benefit assessment 
for a new technology explicit, and documenting them for future reference, adoption 
of this guidance should improve the dialog between applicants and FDA staff 
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While we await the finalization and implementation of this risk-benefit guideline, 1 
am hopeful that this guidance will make a significant improvement in the 
transparency, consistency and accountability of FDA decision-making. 

Beyond the administrative changes under consideration by FDA, I am cautiously 
optimistic that the user fee package that industry and FDA are developing will 
have additional process enhancements which will provide patients with timely 
access to safe and effective products. Medical device innovators simply need 
greater predictability in the review process if we are to attract future investment 
and lead the world in medical technology innovation. At the same time, resources 
alone will not solve FDA’s problems. The additional funding needs to be 
accompanied by real administrative improvements and legislative reforms. 

Currently, there are a series of bills before the House that may further improve the 
FDA situation. Rather than discuss specific bills, I would just highlight the 
potential value of legislative efforts that reinforce and clarify the “least 
burdensome” standards; streamline the de novo process; and revise conflict of 
interest guidelines to increase the ability of knowledgeable experts to participate in 
FDA decisions processes. 

Let me be clear about one thing: We are not asking for increased regulatory 
predictability, consistency, and efficiency at the expense of patient safety. While 
some insist there is a tradeoff between encouraging innovation and protecting 
patient safety, the reality is that we need both. We need a regulatory system that is 
conducive to the timely development of innovative products that result in safer and 
more effective patient care than existing options. As investors, we pursue medical 
innovations precisely because they are better for patient care and are safer and 
more effective, preferably while also reducing overall healthcare costs. Many new 
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products we back are designed to specifically overcome limitations of existing 
technology, or to offer clinically valuable new solutions that improve patient care. 

The public’s health and our national economic competitiveness are compelling 
enough reasons to recognize the urgency of our challenges, but in the end it is in all 
of our individual interests to improve the transparency, predictability, consistency, 
efficiency, and effectiveness of the FDA. I am in an unusual role where I invest in 
innovative medical technologies which, I hope, I or my loved ones - or you and 
your loved ones - never have to use. But if we or any of our family or friends ever 
needs one of those technologies, we will be extremely grateful that it was 
developed, approved, and is available here in the United States. Getting the FDA 
regulatory system right so that it achieves its dual goals of assuring the safety and 
effectiveness of medical technology as well as encouraging innovation is of critical 
value to each of us and those we love. 

In closing, I would like to reiterate just how fragile the U.S. medical technology 
ecosystem is, primarily as a result of the regulatory uncertainty at FDA. If the U.S. 
is to maintain our global leadership in medical technology innovation and our 
patients are to have timely access to the safest and most effective therapies 
available, Congress, FDA, industry and the medical community must work 
together on meaningful reforms to restore predictability, reasonableness and 
transparency to the premarket review process. 

Thank you. 
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Summary 


A 2011 study found that U.S. venture capitalists have been and 
will continue to: 

• Decrease their investment in biotechnology and medical device 
start-ups 

• Reduce their concentration in critical therapeutic areas, and 

• Shift focus away from the United States towards Europe and 
Asia 


FDA regulatory challenges were identified as having the highest 
impact on these investment decisions. 


We must act novv or lose buir leadership 
medical innovation/ job creation 
and access to life-saving treatments in the 
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Study Methodology 


• Online survey conducted July-September 2011 


• Sent to 259 NVCA member firms investing in the healthcare 
sectors 


• 156 firm responses = 60% response rate = 92% of NVCA 
invested capital (2008-2010) 


• Survey respondents accounted for $10 billion of VC 
investment in healthcare companies in the past 3 years. 



NVCA Medic Vital Sians Report. Ocfober 201 1 
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The Cycle of Innovation 



NVCA ^tedlC:Wlal SidHsReodrt;, October 
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39% of VC firms reported decreases in their 
healthcare investment in the past 3 years. 

Past 3 Years - Change m Healthcare Investments 


% of Respondents 
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Nearly twice as many VC firms expect to decrease 
their healthcare investment in the next 3 years. 



Next 3 Years ’ Expected Change in Healthcare Investments 


% of Respondents 


21 % 



Decrease Increase 


NVCA Medic Vital Signs Retort/ October 201, 
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Within healthcare, venture investment has already 
shifted away from Biopharma and Medical Devices. 



Past 3 Years - Change in Investments In Healthcare Sectors 


% of Respondents SI increased B Decreased 
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VC investment in Biopharma and Medical Devices 

is expected to continue to suffer. 


. yt Years - Expected Change m Investments in Healthcare 


% of Respondents 


Si Increase Decrease 
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FDA regulatory challenges are having the greatest 
impact on VC investment decisions. 


Factors Cited as Having the Highest Impact on VC Investment 


% of Respondents 



: Regulatory Reimbursement Financial Capital Clinical Firm/ LP Lack of Tax 

'Challenges Concerns Markets/ Requirements Trial Changesor incentives 


(FDA) Availability of Issues* Requests 

Capital to Invest 


NVCA li/^!C V^ta! Sidiis.'ReDort. October SOtt: 


■‘'Unrelftced to Regulatory Chailenges 
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VCs expect to decrease healthcare investment in 
the U.S. in favor of Asia and Europe. 


■ . >; fears - Expected Change in Healthcare Investment by 


% of Respondents 


SI increase Q Decrease 
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FDA regulatory challenges have the highest impact 
on VC firm decisions to shift investment overseas. 


Factors Cited as Having the Highest Impact on Decision to Move 
Investment Outside of U.S. 


% of Respondents 




Regulatory Reimbursement 

Clinical 

Financial 

Capital 

Firm / LP Lack of Tax 



i Challenges . Concerns 

Trial 

Markets 1 

Requirements 

Changes or Incentives 



(FDA) 

Issues* 

Availability of 
Capital to Invest 


Requests 
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\/C"backed companies are expected to increase 
operations outside the U.S. 

■'i A? 3 Years -■ Likelihood of Portfolio Company Decisions io Shir-; 
Outside of U.S. 


% of Respondents 


y increased Likelihood 


Seek Regulatory 
Approval Outside 
the U.S. First 


Commercialize 
Products Outside the 
U.S. First 


Set Up Additional 
Company Operations 
Outside the U.S. 



0% 20% 40% 60% 80% 100% 
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Meaningful FDA reform is critical to reversing 

these trends. 
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.“.lifjiiificant investment decreases in highly prevalent 
diseases with increases in orphan diseases expected. 


^cxt 3 Years - Percent of Respondents Expecting to Decrease/Increase 

Investment prevalence • 


H Decrease B Increase (miH'OPs) 



0% 10% 20% 30% 40% 50% 60% 


' Source: CDC; NIM; American Heart Association: American Diabetes See Rfrpartto Congress, Improving the Prevention, Diagrtosts, and 

Association; Sijr«ean General; American Aciitioiny of Neorologv; American Treatment of Ra/e ami Negloct<!<t Diseases in response to Public Law in- 

ning Association; US Heaiiii & Human Services; National Cancer Institute 80, Section 740 


NVCA Medic Vital Stans Reoort, October.SOii 
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Implications 


If the current situation is left unaddressed, the implications to 
U.S. patients and the economy are significant: 

• Many promising medical therapies and technologies will 
not be funded and therefore will not reach the patients that 
need them. 

• Those that are funded may not be brought to market in the 
United States first, or at all. 


• An estimated funding loss of half a billion dollars over the 
next three years will cost America jobs at a time when we 
desperately need employment growth. 


• The U.S. leadership position in medical innovation will be 
placed in further danger and economic growth with suffer. 
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Call To Action 


Medic priorities include the following: 

• Rebalancing benefit-risk assessments in the drug and device 
approval processes to appropriately reflect the value of new 
therapies to patients in need; 

• Expanding the accelerated approval pathway into a progressive 
approval system for drugs, diagnostics and medical devices; 

• Ensuring conflict-of-interest policies are not hindering patient 
access to new treatments; and 

• Ensuring FDA is well resourced and endowed with state-of-the-art 
scientific tools, clinical input, processes and procedures 


16 
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Mr. Pitts. The Chair thanks the gentleman, and Dr. Kesselheim, 
you are recognized for 5 minutes for an opening statement. 

STATEMENT OF AARON S. KESSELHEIM 

Mr. Kesselheim. Chairman Pitts, Ranking Member Pallone and 
members of the Subcommittee on Health, thank you very much for 
the chance to share my thoughts with you today about the regula- 
tion of medical devices. I am Assistant Professor of Medicine at 
Brigham and Women’s Hospital and Harvard Medical School in the 
Division of Pharmacoepidemiology and Pharmacoeconomics. 

One essential question being addressed in today’s hearing is 
whether requiring the FDA to loosen its standards for medical de- 
vice regulation would encourage innovation and help patients. 
Some offer the European Union as a model because high-risk de- 
vices generally make it to market sooner and more easily there. 
The main reason is that E.U. device approval usually only requires 
studies in small numbers of patients showing the device appears to 
be safe and performs as expected. Such evidence could include dem- 
onstrating that a new stent expands appropriately in the coronary 
artery. There are no requirements in the E.U. that companies dem- 
onstrate that their devices benefit patients. By contrast, the FDA 
requires more robust evidence of safety and effectiveness for many 
of these implantable or high-risk devices. Thus, approval for the 
same coronary stent might require showing fewer cardiac events or 
the need for another invasive procedure. 

The current E.U. system for approving medical devices recalls 
the U.S. prescription drug market before 1962 when the FDA only 
required limited studies of purity or safety before a drug could be 
marketed, but after the thalidomide public health crisis, legislation 
gave the FDA authority to compel reasonable safety and efficacy 
data before a new drug could be sold. This reform was almost de- 
railed by accusations that it would threaten the viability of the 
pharmaceutical industry, but what happened instead was that the 
U.S. pharmaceutical industry grew into one of the most profitable 
in the world. Why? FDA validation meant that physicians could 
prescribe drugs confident that a neutral expert body had certified 
their efficacy and safety. Requiring companies to demonstrate that 
their products were effective also created incentives for manufac- 
turers to impose a higher standard on their product evaluation, 
leading to their developing some of the most important medications 
we have, and today, nobody seriously advocates returning to a time 
when we essentially let any drug on the market and then figure 
out afterwards which ones were useful or dangerous based on hap- 
hazard patient experience. 

But this is indeed what is happening in the E.U. for approval of 
even the highest-risk medical devices. For example, the French 
company PIP is now under criminal investigation for using non- 
medical-grade silicone in breast implants. PIP’s silicone implants 
were never submitted for marketing in the United States. Or take 
the case of the PleuraSeal lung sealant system, which was ap- 
proved in the E.U. in 2007 to treat air leaks after pulmonary resec- 
tion surgery. A clinical study conducted as part of an FDA pre- 
market approval application showed in 2011 that it had triple the 
rate of adverse events compared to standard techniques. As a re- 
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suit, the device was rejected by the FDA and a worldwide recall 
was initiated. Or the CorCap cardiac support device, a harness for 
patients with heart failure to improve their cardiac output. The de- 
vice was granted E.U. approval in 2000 but a pivotal U.S. pre- 
market trial conducted by 2004 showed no change in mortality, had 
numerous irregularities including missing data for about 40 per- 
cent of patients, and it was not approved by the FDA. Thus, the 
FDA requirement for premarket testing helped identify unsafe or 
ineffective devices or prevented companies from introducing sub- 
standard products, sparing U.S. patients from being exposed to 
them. 

But the FDA approval process is not perfect. Rigorous premarket 
testing cannot identify all safety concerns, and the FDA must use 
a least-burdensome approach in working with manufacturers to de- 
cide what clinical data will be required. In addition, experts have 
identified the clearance of high-risk devices through pathways de- 
signed for low-risk devices as an important inconsistency between 
the FDA’s mandate and practice. Thus, patient safety also requires 
enhanced postmarket testing of new devices. 

In the drug world, one of the lessons from the Vioxx episode was 
that safety surveillance cannot be dependent on the recent of ad- 
verse-event reports alone. More active postmarket device surveil- 
lance would include development of national registries with manda- 
tory reporting of all implanted devices along with automatic review 
of clinical experiences for certain devices after a period of years to 
ensure that they are producing the expected benefits. With today’s 
advances in informatics and epidemiological surveillance tech- 
niques, this would not be problematic in terms of either cost or reg- 
ulatory burden. 

In summary, patients and physicians do not want access to any 
latest drug or device. Rather, they want access to products that 
have meaningful clinical benefits with reasonable assurance of 
safety. The Medical Device User Fee Act should bolster this essen- 
tial role of the FDA by increasing funding for inspections of manu- 
facturers, hiring of more reviewers or safety experts, and by pro- 
viding for more rigorous postmarket surveillance so that devices 
proven to be effective and safe can be used confidently by physi- 
cians for the benefit of their patients. 

Thank you very much. 

[The prepared statement of Mr. Kesselheim follows:] 
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Summary of major points 

• Approval of high-risk medical devices by the FDA can take longer than in the European 
Union when the FDA requires proof of safety and efficacy for clinical outcomes, in the 
EU devices, are usually tested to ensure safety and basic performance. 

• The EU device approval framework resembles the pre-1962 US prescription drug market, 
when the FDA did not require companies to show that the drug had any clinical benefit 
for patients, so whether a drug worked was determined based on haphazard patient 
experience after the product was marketed. 

• Legislation in 1962 requiring proof of efficacy for new prescription drugs helped spur the 
expansion of the pharmaceutical industry because physicians and patients could be more 
confident in drugs validated by the FDA, and companies were incentivized to develop 
useful new drugs to meet those standards. 

• There are numerous examples of European patients being exposed to high risk devices 
later found to be ineffective, unsafe, or both, after clinical testing required by the FDA. 
US patients were spared from these bad outcomes. 

• Even the most rigorous premarket testing by the FDA cannot identify all potential safety 
concerns, so active post-market surveillance of high-risk devices is essential. 

• Patients and physicians want access to products that provide meaningful clinical benefits 
with a reasonable assurance of safety, and MDUFA should bolster the FDA’s ability to 
meet these expectations by increasing funding for its essential functions and giving the 
FDA greater latitude to require and oversee rigorous post-market sur\'eiilance. 
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Chairman Pitts, Ranking Member Palione, and Members of the Subcommittee on Health: 

My name is Aaron Kesselheim. I am an internal medicine physician in the Division of 
Pharmacoepidemiology and Pharmacoeconomics at Brigham & Women's Hospital in Boston 
and an Assistant Professor of Medicine at Harvard Medical School. I am also an attorney trained 
in patent law. My research focuses on legal and regulatory issues that affect use of prescription 
drugs and devices. It is an honor to have the opportunity to share my thoughts with you about the 
regulation of medical devices. 

The essential question being addressed in today's hearing is whether requiring the FDA 
to loosen its standards for medical device approval and regulation would encourage innovation 
and provide patients with easier access to the latest technology. Some manufacturers, 
policymakers, and physicians offer the European Union as a model, providing statistics showing 
that high-risk devices generally make it to the market sooner and more easily in the EU. 

The main reason for this disparity is that the EU device approval organizations, called 
Notified Bodies, usually require only studies in small numbers of patients showing the device 
appears to be safe and performs as expected. For example, such evidence could include 
demonstrating that a new stent expands appropriately in the coronary arteiys or that a device for a 
left atrial appendage exclusion can be deployed as intended. There are no requirements in the EU 
that companies demonstrate that their devices benefit patients. By contrast, the FDA requires 
more robust evidence of safety and effectiveness for many of these implantable or high-risk 
devices. Thus, approval for this same coronary stent might require showing that it reduced 
cardiac events such as heart attack or the need for another invasive cardiac procedure. FDA 
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approval of the left atrial appendage exclusion might require demonstration that the device not 
only be safely implanted, but reduces risk of stroke — the main reason for its use in the first place. 

The current EU system for approving medical devices recalls the US prescription drug 
market before 1 962, when the FDA only required limited studies of purity or safety before a drug 
could be marketed, and did not require companies to show that the drug had any real clinical 
benefit for patients. But after the thalidomide public health crisis, legislation gave the FDA 
authority to compel reasonable efficacy and safety data before a new drug could be sold. This 
reform was almost derailed by accusations that it would threaten the viability of the 
pharmaceutical industry. ' But what happened instead was that the US pharmaceutical industry 
grew over the next decades into one of the most profitable in the world. 

Why? A key contributor was the validation that the FDA now provided. Physicians 
could prescribe and patients could use drugs approved after 1962 with the confidence that a 
neutral, expert body had certified their efficacy and safety. Requiring companies to demonstrate 
that their products were effective also created an incentive for manufacturers to subject their 
product evaluation to a higher standard, leading to their developing some of the most important 
medications on the market worldwide. Today, no reasonable policymaker or drug manufacturer 
advocates returning the US prescription drug market to a time when we essentially let any 
product on the market and then ffgured out afterwards which ones were useful or dangerous 
based on haphazard patient experience. 

But this is indeed w hat is happening now in the EU for approval of even the highest-risk 
medical devices. For example, the French company PIP is now under criminal investigation for 
using nonmedical grade silicone in its breast implants, and tens of thousands of women in the EU 
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have been advised to have their implants removed." PIP’s silicone breast implants were never 
submitted or approved for marketing in the US. In an article published online yesterday by the 
New England Journal of Medicine . Daniel Kramer, Steve Xu and 1 describe some other cases in 
w'hich EU patients were exposed to devices later shown in clinical trials to be ineffective, to 
cause substantial harm, or both, including^: 

• The PleuraSeal lung sealant system, which was developed for the treatment of air 
leaks after pulmonary resection surgery. The PleuraSeal technology was approved in 
the EU in 2007. However, a clinical study conducted as part ofan FDA premarket 
approval application showed in 201 1 that the new technology had triple the rate of 
adverse events compared to standard techniques used to seal surgical incisions. As a 
result, the device was rejected by the FDA, and on the basis of these data, a 
worldwide recall was initiated.'* 

• The Acorn CorCap cardiac support device, a harness for patients with heart failure to 
improve their cardiac output. The device was granted EU approval in 2000, but 
subject to a pivotal premarket trial by the FDA. The approximately 3()0-person trial, 
completed by 2004, showed no change in mortality, and had numerous irregularities, 
including missing data for about 40% of patients. It was not approved by FDA.^ 

In these cases, FDA-required premarket testing helped identify unsafe or inefTective 
devices. But as more recent public health crises in the drug and device markets have shown, ^ ^ 
the FDA approval process is not perfect. Even the most rigorous premarket testing cannot 
identify ail potential safety concerns, and the FDA must use a '‘least burdensome” approach in 
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working with manufacturers to decide what clinical data will be required, which places statutory 
limits on the extent of premarket device testing. The clinical trials submitted to FDA to support 
approved devices do not always use high quality methods, such as blinding, randomization, or 
robust endpoint definition.^ In addition, other experts have identified clearance of high-risk 
devices through pathways designed for lower-risk devices as an important inconsistency between 
the FDA's mandate and its practice:’* the FDA is currently working to correct these situations.'" 

Thus, patient safety also mandates enhanced post-market testing of new devices. In the 
drug world, one of the lessons from the Vioxx episode was that safety surveillance cannot be 
dependent on the receipt of adverse event repo«1s alone. More active post-market device 
surveillance could include development of national registries with mandatory reporting of all 
implanted devices, along with automatic review of clinical experiences with certain devices after 
a period of years to ensure that they are producing the expected benefits. With today’s advanced 
informatics and epidemiological .surveillance techniques, this would not be a problematic 
requirement in terms of either cost or regulatory burden. 

In summary, patients and physicians do not want access to any latest drug or device; 
rather, they want access to products that provide meaningful clinical benefits with a reasonable 
assurance of safety. This is what FDA approval ideally provides. Congress should use the 
Medical Device User Fee Act to bolster this essential role of the FDA — for example, by 
increasing funding for better inspections of manufacturers, hiring of more reviewers or safety 
experts, and by providing for more rigorous post-market surveillance — so that devices proven to 
be effective and safe can be used confidently by physicians for the benefit of their patients. 
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Mr. Pitts. The Chair thanks the gentleman, and Dr. Sedrakyan, 
you are recognized for 5 minutes for an opening statement. 

STATEMENT OF ART SEDRAKYAN 

Mr. Sedrakyan. Thank you very much, Chairman Pitts and 
Ranking Member Pallone and members of the subcommittee. It is 
a pleasure to talk today. I am Art Sedrakyan. I am an Associate 
Professor at Weill Cornell Medical College, and I am directing the 
Patient-Centered Comparative Effectiveness Research Program 
that is focusing on safety and effectiveness of devices. In my career, 
I have been exposed to regulatory, academic and manufacturing 
perspectives. 

In the past decade, we have seen a lot of groundbreaking devices 
that will change the practice of medicine. However, at the same 
time, we have seen a number of high-profile failures of approved 
medical devices. Many of these failures occurred through these 
pathways which was called substantial equivalency pathway, which 
was 510(k) pathway. 

The mere presence of this pathway creates an environment that 
is making people prone to committing errors. The absence of fund- 
ing for robust postmarket surveillance is an even more important 
issue that we need to consider. The Centers for Devices and Radio- 
logical Health recognized the limitations of postmarket surveillance 
infrastructure today and they set up a program called Medical De- 
vice Epidemiology Network, and it also created a new entity that 
will look for a specific example, an orthopedic device. It is called 
International Consortium of Orthopedic Registries that is planning 
to bring together 15-plus nations and registries from around the 
world to create an infrastructure that will enhance postmarket sur- 
veillance in the area of orthopedic devices. However, there is lim- 
ited funding to sustain and replicate this effort in many other 
areas. 

The absence of robust postmarket infrastructure system, in the 
absence of that, we need to make only gradual adjustment to the 
balance of pre- and postmarket evaluation. It is important for us 
to build these large comprehensive registries and registry consortia 
and also advance the registry science. The process will be through 
evidence-based innovation and will protect manufacturers as well. 
Only after we build this strong postmarket surveillance infrastruc- 
ture will we accumulate evidence of device performance in a variety 
of device performance in a real-world setting. We can make those 
adjustments at the premarket threshold. 

Let me discuss the issue that shows the limitations for both pre- 
market and postmarket infrastructure and the investment we have 
to make to ensure that we don’t get disasters in the future. There 
are over 270,000 hip replacement devices used in the country, and 
this is a very safe operation. There are some devices that are very 
successful and have 95 percent success rate over a 10-year period. 
Even in this environment where there are very successful devices 
on the market, through the 510(k) pathway new devices were intro- 
duced, so-called metal-on-metal devices, and a specific example is 
the ASR device. The device has been approved through the path of 
substantial equivalency and used a predicate device of the same 
company that if you look closely does not really resemble the origi- 
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nal predicate device. It has undergone substantial transformation. 
Over the iterative cycle, I was able to — these products entered the 
market because you could — that if you use one predicate as a predi- 
cate for another device and then so forth encourages vicious cycle 
for bringing device that might be dissimilar to the previous device 
that has been approved. 

Without any evidence, these metal-on-metal devices were quickly 
adopted by surgeons and registries around the world reported real- 
ly disastrous outcomes with this particular implant. DePuy recalled 

93.000 of these devices out of the market, and the evidence has 
been summarized in our paper and also well covered by Barry 
Meyer at New York Times. Interestingly, there would be more than 

50.000 patients that will undergo this serious revision surgery in 
the next 10 years, and this is going to cost American taxpayers bil- 
lions of dollars of additional costs, and this has — I am not aware 
of any discussion between CMS and manufacturers to cover side ef- 
fects related to faulty medical products. 

So I have some graphic pictures in my testimony that show that 
these revision surgeries that are happening are not really trivial 
problems. People have substantial suffering related to these proce- 
dures. 

I have to also note that even though European registries were 
the first and Australian registries were the first to see these prob- 
lems, they are not necessarily the best registries that we have 
today in the world and we should build much more robust infra- 
structure system in this country and sometimes multinational in- 
frastructure to be able to prevent this happening in the future, and 
one of the most important ways that we can do that is through 
public-private partnership, and a public-private partnership that 
can be led by FDA and involve stakeholders in partnership with 
manufacturers and insurers. 

Thank you very much. 

[The prepared statement of Mr. Sedrakyan follows:] 
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SUMMARY OF THE TESTIMONY 

• Many innovative and groundbreaking medical devices entered into the healthcare market in the 
past 20 years offering new diagnostic and therapeutic options to patients and clinicians 

• However, there is also evidence of substantial limitations in the current pathway for regulatory 
approval. The low threshold of approval led to adoption of inferior devices that failed with 
disastrous consequences for the health and well being of Americans 

• The metal on metal implants (e.g, DePuy ASR device) are bright examples of problem with 
510(k) regulatory pathway that allows approval of devices based on 'substantial equivalency' when 
they are not. The failure of ASR device and emerging evidence of failure of other metal on metal 
devices has serious consequences for the public health. Tens of thousands of additional patients are 
expected to undergo complicated and costly major surgeries with high chance of complications and 
disability. In addition, these failures will cost billions of dollars to American taxpayers over the next 
10 years 

• The Institute of Medicine recommended elimination of SlO(k) pathway. While complete 
elimination might not be possible it must undergo complete transformation with changes such as; 
(l)considered only in clinical settings where there is a room for substantial improvement in health 
outcomes, (2) ideally not applied to implants unless it is applied in limited group of innovative 
devices to correct their well known limitations, (3) there should be thorough pre-clinical testing in all 
circumstances 

• The ASR and metal on metal examples in general show that availability of some registry data 
alone as a post-market infrastructure is not a substitute for faulty pre-market approval. The failures 
sometimes take long time to develop and large number of faulty products (e.g. implants) enter into 
the market with consequences for public health and well being of Americans. The ASR evidence also 
illustrates often more serious limitations of European regulatory process that often approves 
devices without any clinical evidence. In some instances there are good quality European registries 
jointly funded by the governments, manufacturers and physicians that can help reveal safety 
concerns early. However, they have limitation of their own and can only function in country specific 
health delivery environment 

• A robust post-market infrastructure can certainly help prevent disasters or remove failing 
devices out of the market expeditiously. The post-market infrastructure is currently weak and needs 
very substantial funding. Device registries seem to be the best ways to build the post-market 
infrastructure. However, the registries that we have in the US today might not be suitable for 
building post-market infrastructure unless they provide FDA access to data, have detailed device 
information and based on mandatory reporting of device use and outcomes, in most instances It is 
more efficient to empower and provide funds to FDA to initiate registries or consortia of registries 
through Public Private Partnership (PPP) including participation of manufacturers, payers and 
hospitals. One example of this potential is the International Consortium of orthopedic Registries 
(ICOR) initiated by FDA. The PPPs led by FDA might be the best way to match or advance the success 
story of some well known European or Australian registries that are hailed as models for post- 
market evaluations 

• We need only gradual change in pre vs post market balance and it needs to be linked to the 
process of building a robust post-market infrastructure/advancement of registry science. This 
process will ensure evidence based innovation. Only after we build a strong post-market 
infrastructure, accumulate evidence on device performance in real world settings we can provide 
recommendations on how to adjust the threshold for pre-market approval 
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Chairman Pitts, Ranking Member Paiione, and members of the subcommittee. I would like to thank you 
for the opportunity to speak today on 'reauthorization of MDUFA: what it means for jobs, innovation 
and patients'. Its an honor to provide this testimony today. 

I am Art Sedrakyan, Associate Professor at Weill Cornell Medical College and Director of Patient- 
centered Comparative Research Program that focuses on safety and effectiveness of medical devices 
and procedures used in orthopedics and cardiovascular care; two most serious and costly public health 
settings in the country. I devoted my career to advancing device and surgery safety and effectiveness 
assessment and in the past 14 years had a chance to get exposed to worldwide academic, regulatory 
and manufacturing perspectives. 

The FDA plays a key role in protecting the health and safety of Americans and the mission of the FDA 
Center for Devices and Radiological Flealth (CDRH) is to ensure the safety and effectiveness of medical 
devices. 

In the past decade medical device market have been steadily increasing and became substantial portion 
of nation's healthcare expenditures. The devices become smaller and smarter and many innovative and 
groundbreaking medical devices entered into the healthcare market offering new diagnostic and 
therapeutic options to patients and clinicians. However, we also witnessed number of recent high 
profile failures of approved devices with disastrous consequences for the health and well being of 
Americans. While FDA leadership and tireless employees do their best to protect Americans, the mere 
presence of outdated regulatory pathways (low threshold) and legal loopholes associated with it create 
an environment that make them vulnerable to errors (overworked and understaffed), particularly when 
external pressures are exerted. The absence of funding for robust post-market device evaluation 
infrastructure is another and possibly even more important gap that is at least partially related to these 


failures. 
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Briefly about device approval: Based on the complexity and intended use the FDA determines the type 
and the depth of the premarket data necessary for approval. Hence devices are classified into three 
regulatory classes. Class I devices such as bandages, gloves or surgical instruments present minimal 
potential for harm to the patient and no data is required. Class II devices such as infusion pumps or 
ultrasound machines require special controls/standards and sometimes require clinical testing. Finally, 
devices with the highest level of risk are categorized as class III and include implants such as metal on 
metal hip prostheses, hip resurfacing systems or coronary stents). The effectiveness and safety of class 
III devices have to be based on a valid scientific evidence defined as 'evidence from well controlled 
Investigations, partially controlled studies, studies and objective trials without matched controls, well 
documented case histories, by qualified experts, and reports of significant human experience from a 
marketed device'. As you can see this is rather wide definition which allows the use of both well known 
pathways for regulatory approval: the Pre-market approval(PMA) and so called 'substantial equivalency' 
path commonly known as 510(k) pathway. While the PMA mechanism requires valid scientific evidence 
based clinical studies that establish the safety and effectiveness, the 510(k) path only requires that 
sponsor demonstrate that the device is 'substantially equivalent' to a device on the market which is 
called a 'predicate' device. The definition of 'equivalency' is based on intended use and technological 
characteristics hence open to many interpretations. Moreover, once one the market the new device can 
serve as a 'predicate' for another device and create vicious iterative cycle that can lead to a situation 
that the new device is very different than the earlier 'predicate' devices and approved without any 
clinical evidence or testing. 

Let me support my statements based on the well known example of metal on metal hip replacement 
devices with a particular emphasis on DePuy ASR device. There are over 270,000 hip replacements 
performed in the country. While hip replacement is a very successful operation and addresses a great 


public health burden, some patients require revision surgery within 10 years to replace the implant due 
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to dislocation, wear, instability, loosening, or other mechanical failures. The bearing/articulating surface 
is designed to endure the contact stress and naturally is one of the key design factors to reduce the 
chance of revision. Hip implants with metal femoral heads with polyethylene cups were used as 
articulating surfaces with low revision occurrence. For example, the risk of revision in Sweden is about 
5% at 10 years. On the other hand, metal on metal devices were re-introduced into the market to 
further reduce implant wear and subsequently the time to revision surgery. They also allow use of 
larger femoral heads {>32 mm vs. < 32 mm) that supposedly reduces the risk of dislocation. These 
devices were quickly adopted by surgeons and often used even in the elderly; one out of three elderly 
patients undergoing hip surgery received metal-on-metal hip implant. 

These devices are approved using 510(k) path for a joint replacement despite being implantable devices. 
An outstanding example is the DePuy ASR metal on metal device that has been approved in August 2005 
based on a 'predicate' large size Depuy 'Pinnacle' metal on metal device. When reviewing these two 
designs the only similarity seems to be the metal on metal bearing. The devices are otherwise not 
similar as evidenced by monoblock vs modular design, metal liner and neck combinations or positioning 
of the metal head in the socket/shell that might lead to much higher wear of the implant (Figure 1). 
Interestingly the ASR device was designed with the aim to allow more mobility and reduced wear. 

In late 2010 United Kingdom regulatory agency (MHRA) alerted the public about severe cases of 
metaliosis (accumulation of metal ions in the tissues) related to metal ion release from the implants. The 
information came from the National Joint Registry (NJR) of England and Wales. The Australian National 
Registry of joint implants also reported unacceptably higher implant revision occurrence related to ASR 
and subsequently all metal on metal implants larger than 32mm size. Furthermore, DePuy recalled over 
93,000 ASR implants in August 2010. The implant recall and suffering of patients received widespread 
coverage in the NY Times and the scientific evidence related to metal on metal as well as other hip 
bearings has been summarized in our British Medical Journal (BMJ) publication. Based on the estimates 
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of ASR failure as well as failure rate related to other metal on metal implants we estimate that more 
than 50,000 American patients will undergo additional revision surgeries in the next decade. Half of the 
patients are elderly and covered by Medicare. The costs for taxpayers are likely to exceed billions of 
dollars. Aside from costs there are serious consequences for the health and well being of American 
patients that are yet to be fully investigated. The Figures 2-6 show that revision surgery and local 
adverse events suffered by patients are not trivial. These figures show only local tissue, muscle, bone 
death and fluid accumulation. Systemic effects of elevated metal ion levels related to metal on metal 
implants are in a process of being Investigated. 

ASR and metal on metal examples also show that availability of registry data alone is not a substitute for 
good pre-market approval process. While being very informative they are powerless when the failures 
take longtime to develop. Large number of faulty products (e.g. implants) enter into the market before 
safety evidence becomes available with consequences for public health and well being of people. In the 
case of the ASR, it took about 4-5 years before evidence was accumulated, reported and product taken 
out of the market. This example also exposes the gaps in European system where the threshold for 
approval is much lower than that used by FDA. In Europe entities called notified bodies are used to 
perform compliance assessment. The devices are often approved without any clinical evidence. In 
addition, the notified bodies are fully funded by manufacturers. The system essentially relies on 
availability of national registry data to reveal safety concerns in post-market settings. Certainly in some 
instances there are good quality European registries jointly funded by the governments, manufacturers 
and physicians that can help reveal safety concerns early. However, these registries are not always 
available, have limitation of their own and can only function in a country specific health delivery 
environment that is not easily applicable to US setting. We certainly need much more robust and larger 
registries or multinational registry consortia to have sufficient power for safety evaluation in real 
world/practice settings and determine safety concerns in a timely fashion. 
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The Center for Devices and Radiologic Health (CDRH) at FDA has both mandatory and voluntary 
reporting to monitor post-market device adverse events and product problems. While manufacturers 
are required to directly report deaths, injuries, and malfunctions to the FDA, the device users are 
required to report these events to the manufacturers and only deaths to FDA. The voluntary reporting 
systems such as the MedWatch program, MAUDE database and Medical Product Safety (MedSun) 
enhanced surveillance network provide national medical device surveillance In the USA. However, these 
reporting systems have important weaknesses, such as incomplete, inaccurate, or unvalidated data, 
reporting biases related to event severity, concerns about adverse publicity or litigation, and general 
underreporting of events. Most importantly, denominator data are missing, which makes evaluation of 
safety event incidence or prevalence impossible. Registries are certainly the best way forward to fill the 
evidence gap and address the limitations of existing systems in immediate future. Large registries or 
consortia of registries capturing a variety of devices are particularly important for comparative 
outcomes evaluation and active surveillance. Often only large, longitudinal or even multinational 
registries we can provide denominator data for adverse events related to specific implants and allow 
proper conduct of safety and effectiveness studies particularly for rare endpoints. One evolving 
successful example is the FDA funded important initiative called 'International Consortium of 
Orthopedic Registries' (ICOR) that aims to build the foundations for a worldwide research consortium of 
orthopedic registries. The consortium represents 15+ nations that have existing registries with a mission 
to improve the safety and effectiveness of orthopedic devices and procedures through collaboration. 
Currently, these international registries combine to more than 3,500,000 orthopedic surgeries capturing 
all implantable devices on the market. 

Finally, the registries that we have in the US today might not be suitable for building post-market 
infrastructure. Some well known professional society registries are broad, contain clinically important 
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data but are seriously limited in several respects. First, participation is voluntary so that findings are 
applicable only to those institutions desiring to improve their care quality. Second, due to the voluntary 
nature of participation, data validation through audit is very limited, if at all attempted. Many new 
technologies are adopted by enthusiasts who do not necessarily share all of the data (particularly when 
at the learning stage) with their societies. Third, while professional societies have strong interests in 
improving the delivery and quality of care, they can sometimes be conflicted when comparing device 
and treatment strategies that may negatively impact their profession or stakeholder. Fourth, they lack 
long-term follow up. Unless these registries provide FDA access to data, have detailed device 
information, long-term follow up and implement mandatory reporting of device use and outcomes 
these registries will not be the robust infrastructure that FDA needs. In most instances it is more 
efficient to empower and provide funds to FDA to initiate registries or consortia of registries through 
Public Private Partnership (PPP) including participation of manufacturers, payers and hospitals. The PPPs 
led by FDA might be the best way to match or advance the success story of some well known European 
or Australian registries that are hailed as models for post-market evaluations. 

In the absence of robust post-market infrastructure we also need to be careful and make only gradual 
changes to pre vs post market balance for device approval. The changes need to be linked to the process 
of building large, comprehensive device registries and registry consortia and advancement of registry 
science. This process will ensure evidence based innovation. Only after we build a strong post-market 
infrastructure, accumulate evidence on device performance in real world settings we can provide 
recommendations on how to adjust the threshold for pre-market approval and ensure that disasters 
similar to metal on metal will not happen. 
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Mr. Pitts. The Chair thanks the gentleman and recognizes Ms. 
Swirsky for 5 minutes for an opening statement. 

STATEMENT OF LISA SWIRSKY 

Ms. Swirsky. Good afternoon. My name is Lisa Swirsky and I 
am a Senior Health Policy Analyst at Consumers Union. Con- 
sumers Union is the publisher of Consumer Reports magazine and 
Best Buy Drugs. We also have a Safe Patient Project, which is a 
campaign to improve the safety and efficacy of devices. We are also 
member of the Patient Consumer and Public Health Coalition, 
which is a broad coalition of public interest groups interested in the 
safety and efficacy of drugs and devices, and some of our comments 
today reflect the broader interest of that community. 

Consumers Union urges Congress to take a balanced approach to 
reauthorizing MDUFA, focusing both on the real need to keep defi- 
cient devices off the market while also providing timely access to 
safe and effective devices. Safety failures such as those that oc- 
curred with metal-on-metal hips and surgical mesh resulted from 
failures in the device regulatory system, particularly the problem 
510(k) process. But we would also urge Congress to understand 
that behind those failures, there are real people. Lana Keaton is 
one such consumer. She was a previously healthy woman who was 
treated for what was a pretty routine condition for a middle-aged 
woman, incontinence. She went on for surgery for insertion of a 
synthetic mesh bladder sling, which is a product that was cleared 
through the 510(k) system. She awoke from surgery in extreme 
pain due to complications from the mesh, and she has had to un- 
dergo 17 surgeries, and she has another one upcoming. 

CU urges Congress to remember the experiences of hundreds of 
thousands of people like Lana who have been injured by defect de- 
vices as it considers reauthorization of the medical device user fee 
program. Our priority is that these devices work and that they 
don’t hurt people, and we believe that with proper resources, we 
can have a streamlined timely system without sacrificing safety. 

To this end, we would ask Congress to strengthen the premarket 
approval process for devices. In particular. Congress should pass 
legislation ensuring that recalled devices cannot be used as a predi- 
cate for subsequent devices. Congress should also shore up the sys- 
tem for monitoring devices once they are already on the market by 
providing FDA with the authority to require postmarket studies 
when it deems necessary to ensure the safety of devices and also 
to improve postmarket surveillance tools such as Sentinel and the 
adverse event reporting system. 

CU has reviewed provisions of the agreement as described in the 
minutes from the FDA’s January 31st meeting with industry, and 
we offer the following comments and concerns on the outlines of 
the agreement in principle. 

Overall, we feel that the user fee amount in inadequate. During 
the course of negotiations with industry, the FDA indicated it 
would need somewhere between $770 million to up to $1 billion to 
implement the program enhancements that it was asking for. Now, 
while we understand that FDA has since scaled back those pro- 
posals in light of the lower-than-expected user fee, nonetheless, a 
lot of those program enhancements still remain in the agreement 
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and we are concerned that as long as they remain in the agreement 
without dedicated funding, they will become an unfunded mandate 
on an agency that is already struggling to meet current require- 
ments. And we would ask that if Congress thinks that these en- 
hancements are beneficial, that they appropriate adequate funding. 

We also are concerned that the agreement overemphasizes the 
achievement of performance goals when device applications are re- 
viewed and processed within a reasonable time frame because the 
application is sound and the device is safe and effective. This is ob- 
viously a win-win for consumers and industry. However, there is no 
mention in the agreement that these goals are conditioned on the 
overall quality of the products, the complexity of the products, the 
benefit of the products to consumers or really any factors that may 
be relevant to protecting the public health. Notably, the word “safe- 
ty” does not appear once in the minutes from the meeting where 
industry and FDA came to agreement. We consider this a striking 
omission, given recent notable safety lapses by the device industry. 

Even more worrisome, the agreement in principle references total 
time to decision, goals based on calendar years in addition to the 
goals based on FDA days. Current performance goals stop the clock 
when the FDA sends an application back to a device manufacturer 
when the agency needs additional information. Under the agree- 
ment, the FDA is kept on the clock even when it needs to get fur- 
ther information. CU opposes any kind of binding of the FDA to get 
the information that it needs to ensure the safety and adequacy of 
devices. 

We have further concerns about provisions in the agreement that 
call for incorporating the patient perspective and risk-benefit con- 
siderations. The industry has requested that groups that represent 
patients with a specific disease represent the patient perspective. 
However, in our experience, many of these patient groups are heav- 
ily funded by industry. Patient representatives used for these pur- 
poses should be held to conflict of interest standards and should be 
required to disclose any financial ties with industry. 

Finally, as Congress considers MDUFA, we urge it to provide a 
direct seat at the table for consumers in future reauthorization ne- 
gotiations. While the stakeholder meetings that FDA conducted 
with consumer groups was an advancement over prior authoriza- 
tion processes, they still kept consumers at arm’s length from nego- 
tiations that have significant implications for the public health. 

Thank you. 

[The prepared statement of Ms. Swirsky follows:] 
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My name is Lisa Swirsky, and 1 am a Senior Health Policy Analyst at Consumers Union. 
Consumers Union (CU) is the policy and advocacy arm of Consumer Reports, the nonprofit 
publisher of Consumer Reports magazine and Best Buy Drugs. Consumers Union’s Safe Patient 
Project, which has successfully organized consumers on patient safety issues such as hospital- 
acquired infections over the past eight years, has recently launched a campaign to improve 
medical device safety. CU is a member of the Patient, Consumer and Public Health Coalition, 
which represents a broad group of academics, think tanks, scientific integrity organizations and 
consumer groups concerned about the safety and efficacy of drugs and devices. Many of the 
concerns we have with the draft agreement between FDA and the industry on medical device 
legislation reflect the concerns of a broader community of public interest organizations 
committed to changing the Medical Device User Fee Act (MDUFA) so it will provide timely 
access to safe and effective medical devices. 

Medical devices, like eyeglasses and contact lenses, are a part of our everyday lives and 
are a growing part of the health care we receive. Complex devices like artificial hip joints, 
surgical mesh, and cardiovascular stents, are permanently implanted and can be es.sential for 
sustaining life. These high-risk devices can cause serious harm if they break, leak, stop 
functioning or disintegrate. When an implanted device is recalled or removed from the market, 
patients cannot simply stop using them. Removal of the device requires surgery, sometimes 
multiple surgeries, and it may take months or years to repair the damage done by the device. 
Many patients are permanently disabled due to complications from a device. Even low-risk 
devices, like contact lens solution and alcohol swabs have recently caused patients harm that 
could have been prevented. 

Unlike prescription drugs, most devices do not require proof that they have been tested 
on humans and found to be safe and effective prior to being cleared by the FDA for distribution 
or sale. Further, the system for monitoring and tracking what happens with devices once they are 
on the market is weak and does not adequately protect people using them. 

Any reauthorization of MUDFA should improve safety and the current pathways 
followed to bring devices onto the market and improve the system of monitoring devices after 
being implanted in patients or sold to consumers. For example two specific policies that 
Congress should consider are: ( 1 ) legislation ensuring that devices that have proven faulty can 
not be used as the basis for clearing other subsequent devices; and (2) legislation providing FDA 
authority to require post market studies when it deems necessary to en.sure the safety of devices. 

Our priority is that these devices work and don’t hurt people. With proper resources, we 
can have a streamlined, timely system without sacrificing safety. 

Contrary to public perception, the device industry is far less regulated than the drug 
industry. Consumers Union urges Congress to take a balanced approach to reauthorizing the 
Medical Device User Fee program, focusing on the real need to keep deficient and dangerous 
devices off the market while providing timely access to safe and effective devices. Safety 
failures resulting from failures in the device regulatory system, particularly the problematic 
5 10(k) process, have caused serious hann to real consumers. 
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Consider the case of Lana Keaton, a healthy woman who was treated for incontinence, a 
common condition for middle aged women. She went in for surgery for insertion of a synthetic 
mesh bladder sling, a product cleared through the 510(k) system. She awoke from surgery in 
extreme pain. The synthetic mesh used in her surgery has caused severe complications and pain 
that has required her to undergo 17 additional surgeries. Cli urges Congress to remember the 
experiences of hundreds of thousands of people like Lana who have been injured by defective 
devices as it considers reaiithorization of the medical device user fee program. 

CU has reviewed provisions of the agreement as described in the minutes from the FDA’s 
January 3 1 meeting with industry. We anticipate having the opportunity to publicly comment on 
a more detailed description of the agreement. Nevertheless, Consumers Union offers the 
following comments and concerns on what we know now. 

User Fee Adequacy 

The fees paid by medical device makers are currently so modest, that even doubling of 
the fees is a small price to pay when considering that these devices may make companies 
millions to billions of dollars. In 2012, the fees should be increased to reflect the level of work 
required by FDA to review and ensure the long-term safety of complex devices. 

During the course of negotiations with industry, the FDA indicated that it needed 
resources of between $770 million to $ 1.15 billion to implement the performance goals desired 
by industry.' The $595 million allocated under the agreement falls far short of FDA’s requests. 
FDA has said it will scale back it’s commitments to industry-requested enhancements in light of 
the lower than requested user fee," However some of these process improvements, such as 
additional pre-submission steps, remain in the agreement without any dedicated funding and will 
have to be paid for with base resources. Without adequate funding, we are concerned that FDA 
will be pressured to take on new tasks for the industry, leaving fewer resources available to 
fulfill its current responsibilities and to ensure the safety of medical devices. To the extent that 
Congress decides to require the FDA to meet these new Industry-requested responsibilities that 
are not paid for by user fees, it must provide dedicated funding to the agency for these tasks. 

Performance Goals 

We remain concerned about the implied quid pro quo created by the user fee system 
which, in exchange for industry fees, places an emphasis on speedier review times as an end to 
it-self without ensuring that the safety and effectiveness of devices aren’t sacrificed. When 
device applications are reviewed and processed within a reasonable timeframe because the 
application is sound and the device is safe and effective that is a win for both consumers and 
industry. But speeding the introduction of devices to market only makes sense in the context of a 
system that assures that these devices are safe and work in a way that advances the public health. 


’ Food and Drug Administration, Minutes from Negotiation Meeting on MDUFA III Reauthorization, October 3!, 
2011 . 

^ Food and Drug Administration, Minutes from Negotiation Meeting on MDUFA HI Reauthorization, January 31, 
2012 . 
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Currently the 5 1 0 (k) process, through which 90 percent of regulated devices are currently- 
cleared, merely tests whether or not a device is substantially equivalent to something on the 
market. 


The chart below shows the emphasis in the agreement on speedy review of medical 
devices. For all three of the device approval tracks the agreement commits FDA to at least a 90 
percent approval rate in five years. Absent from the agreement is any commensurate 
commitment to ensuring that these goals be met without compromising safety or efficacy. 


MDUFA III Goals for Percent of Applications 

Approved as Agreed to by Industry and FDA 


Goals for Pre Market 
Approval of devices 
that go to panel (320 
FDA days) 

Goals for Pre Market 

Approval that don’t go to 
panel (180 FDA days) 

510(k) Clearance 

FY 13 

50% 

70% 

91% 

FY 14 

70% 

80% 

93% 

FY 15 

80% 

80% 

95% 

FY 16 

90% 

90% 

95% 

FY 17 

90% 

90% 

95% 

Source: FDA minutes from January 31, 2012 meeting with industry to negotiate 

MDUFA agreement. 


The agreement in principle reached by the FDA and industry illustrates this inherent 
problem with a user fee structure. At a time when the device industry has seen large scale safety 
failures of some of it products, such as surgical mesh and metal-on-metal hips, it is troubling 
that the main focus of conversations between industry and the agency that regulates it is on 
speeding up review times, instead, the focus should be on improving the review process to 
ensure that it provides timely access to high quality devices that improve the public health while 
assuring safety. The word “safety” does not appear once in the minutes from the meeting where 
industry and FDA came to agreement. This is a striking omission given recent notable safety 
lapses by the device industry.^ 

There is no mention in the agreement that these time goals are conditioned on the overall 
quality of the products, the complexity of the products, the benefit of the product to consumers, 
or any other factors that may be relevant to protecting the public health. 

Even more worrisome, the agreement in principle references total time to decision goals 
(see chart below) based on calendar years in addition to the goals based on FDA days. This 


^ Food and Drug Administration, Minutes from Negotiation Meeting on MDUFA lit Reauthorization, January 3 1 , 
2012 . 
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additional metric raises troubling safety and efficacy concerns for consumers. Current 
performance goals stop the clock when the FDA sends an application back to a device 
manufacturer when the agency needs additional information. Under the agreement, the FDA and 
industry agree to total time to decision goals based on calendar years. This construct keeps FDA 
on the clock even when it has to send back an incomplete application to the manufacturer. This 
places constraints on the ability of the FDA to seek additional information with respect to safety 
and efficacy once a completed application has been submitted. CU opposes any provision that 
would limit FDA’s ability to ask for more information when needed to ensure the safety and 
efficacy of devices. 


MDUFA III Shared Outcome Goals for Total Time to Decision as 
Agreed to by FDA and Industry 


PMA 

510(k) 

FY 13 

395 calendar days 

135 calendar days 

FY 14 

395 calendar days 

135 calendar days 

FY 15 

390 calendar days 

130 calendar days 

FY 16 

390 calendar days 

130 calendar days 

FY 17 

385 calendar days 

124 calendar days 

1 Source: FDA minutes from January 31, 2012 meeting with industry to negotiate MDUFA 1 

1 agreement. 





Benefit Risk Determinations 

We have further concerns about provisions in the agreement that call for incorporating 
the patient perspective into risk benefit considerations. The industry wants groups that represent 
patients with a specific disease to represent the patient perspective. However, many of these 
patient groups arc heavily funded by industry and could misrepresent the public perspective. 

The FDA must commit to finding patient voices free from conflicts with industry to inform risk 
benefit considerations. Patient representatives used for these purposes should be held to 
conflict of interest standards and should be required to disclose any financial ties with industry. 

Pre-submission Process 

The FDA and industry have agreed to administrative improvements to the pre-submission 
process in order to bring greater consistency to the process and to provide industry with greater 
clarity about the FDA’s expectations prior to submitting a device application. In principle, we 
agree that improving the quality of submissions is an appropriate w'ay to reduce' review times.^ 

During negotiations with industry the FDA proposed specific timelines and goals for 
different steps in the pre-submission process. The agency also proposed publishing guidance 
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clarifying submission acceptance criteria, so that the agency is only reviewing completed 
submissions. In patient and consumer group stakeholder meetings, the FDA indicated that the 
clock will start running with respect to time goals only after it receives a completed submission. 
The details of the formal agreement are not yet available, but in principle we support this 
provision of the agreement. This is consistent with FDA’s focus on a shared commitment with 
industry to reduce review times that includes industry responsibility to improve the quality of 
submissions, as well as administrative efficiencies by the FDA. 

We are supportive of efforts by the FDA to improve the quality of submissions and 
provide greater clarity to the industry, but we are disappointed in the lack of designated user fees 
to fund pre-submission meetings. Without new resources for these improvements, this amounts 
to an unfunded mandate on an agency already struggling to meet its current responsibilities. 
Unfortunately, the industry has not agreed to additional user fees to pay for improvements to the 
pre-submission process. As a result, the agency states that it has scaled back plans for 
improvements to the pre-submission process to reflect the level of user fees the industry is 
w'illing to pay. Specifically, FDA has removed specific timelines and goals for different steps in 
the process. However, the agency still commits to improving the pre-submission process using 
its base resources. 

Involving Consumers in the Process 

As Congress considers reauthorization of the Medical Device User Fee Act, we urge it to 
provide a direct seal at the table for consumers in future reauthorization negotiations. While 
these parallel stakeholder meetings with patient and consumer groups were an advancement over 
previous reauthorization processes, they still keep consumers at arm’s length from negotiations 
that have significant implications for the public health. Despite the participation of consumer 
groups in stakeholder meetings with FDA, concerns raised in these meetings do not appear to 
have impacted any of the provisions in the agreement in principle. 

The FDA and Congress have an opportunity to fix a system that is currently flawed 
because it allows too many unsafe medical devices to enter the market. In the next five years, 
the use of medical devices - especially implants - will increase significantly more than in the 
past five years. Yet, our system of review fails to ensure safety up front and there is no workable 
early warning system to adequately identify problems with devices after they have been 
implanted in patients. Americans are counting on their representatives to strengthen the law to 
ensure that patient safety isn’t sacrificed in the drive to speed up the approval of new medical 
devices. 
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Mr. Pitts. The Chair thanks the gentlelady and now recognizes 
Mr. Shull for 5 minutes for an opening statement. 

STATEMENT OF JAMES SHULL 

Mr. Shull. My name is Jim Shull. I am from Browns Mills, New 
Jersey. I would like to thank the committee for allowing me to 
speak here today. 

My story goes back to 2005 when I was told I had a hernia. I 
woke in the recovery room from the surgery in excruciating pain. 
Two days later, I was in such pain that I couldn’t stand up straight 
or barely walk. I called my surgeon’s office and he told me to meet 
him at the emergency room. He took me into an examination room, 
looked at the surgical site and told me that it was very infected. 
He prescribed an antibiotic, and morphine for the pain, but nothing 
seemed to help. The infection was so bad that I had streaks run- 
ning down my groin. 

I continued to call the surgeon over the next 2 weeks only for 
him to tell me that I am a slow healer. At my 6-week follow-up I 
explained again to my surgeon that I was in unbearable pain, so, 
he decided to inject my groin with Novocain right through the inci- 
sion and sent me back to work. 

The pain I was feeling was as if there was a sharp object left in- 
side of me. After continuously going back to the surgeon he decided 
to send me to pain management, where over the course of 6 weeks 
the pain doctor injected my groin upwards of 70 times. 

Nothing would help the pain so I decided to investigate myself 

1 went back to the surgeon and explained to him what I had found. 
Only then did he tell me that he had put a synthetic mesh inside 
of me and told me that it was not the mesh, because the mesh is 
inert and my problem has to do with the nerves in my groin. I tried 
to go back to work because I couldn’t afford not getting a paycheck, 
but the pain was so unbearable that I ended up in the ER. The doc- 
tor in the ER did a CT scan only to find nothing. That is because 
the mesh is transparent and cannot be seen on X-rays. The doctor 
in the ER told me that I probably had diverticulitis and that I 
needed to follow up with a GI specialist. Those tests came back 
negative also. 

I decided to get a second opinion from another surgeon and asked 
if he could remove the mesh from inside of me. He told me that 
he couldn’t remove the mesh but could do an exploratory surgery 
to see if the nerves were stitched up. This surgeon did cut and tie 
off one of the nerves in my groin and thought that it would ease 
my suffering. After returning to him for 6 weeks in unbearable 
pain, he told me that there was nothing else he could do for me. 
So I was on my own. 

I finally did find a surgeon in another State and he agreed to see 
me. When he examined me he told me that he knew exactly what 
was wrong with me but to be sure he sent me to have an MRI. I 
went back to this surgeon and he showed me the problem. There 
it was: a hardened piece of synthetic mesh inside of me. So finally 
after almost 2 years of unbearable pain, I found someone who could 
give me some answers. The surgery to remove the mesh took 3-1/ 

2 hours. When I awoke in the recovery room, the surgeon was at 
my bedside. He told me that he was sorry and that I would be in 
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pain for the rest of my life. The surgeon explained to me that he 
had removed a balled-up piece of concrete from my groin, that the 
mesh had hardened and balled up, and had encapsulated the other 
two main nerves in my groin. In order to get the mesh out, the 
nerves had to be severed. He explained to me that the mesh was 
so hard, that when I moved it was acting like a saw and cutting 
into the surrounding tissue. I had a 3-inch gash in my pelvic floor 
along with hundreds of smaller cuts and tears. 

In 2008 I was diagnosed with a degenerative nerve condition. 
The pain that I suffer through on a daily basis consists of constant 
burning and sharp pains in my groin and upper thigh. My groin 
and upper thigh are purple and brown color because of the nerve 
condition I now have. I must take three strong medications — 
OxyContin, Percocet and Tramadol — just for the pain alone. Every 
6 months I have to have radio frequency ablation done at the spi- 
nal level where the nerve roots are located. It is very uncomfortable 
for me to sleep at night without the help of medication. Because 
of this product I am no longer able to work as a printer. 

When I was a teenager, I had a hernia. That hernia was not re- 
paired with mesh, but was stitched back together. Thirty-four years 
later and I still have no problems with that repair. The mesh that 
was put inside of me caused so much damage that none of the 
nerves will ever be able to be repaired and will never grow back. 
I live a life of pain because of a product that never had any kind 
of clinical testing and slipped through the back door of what you 
know as the 510(k) process based on the use of predicate devices. 
I am left disabled because the FDA considered surgical mesh equiv- 
alent to that of sutures and allowed it to be implanted in patients 
like me. 

After years of people reporting problems and investigations into 
synthetic mesh, the FDA published a public health warning. Unfor- 
tunately, the warning was only for synthetic transvaginal meshes 
that are used in woman. There was no public health notification for 
hernia meshes, which are just as tragic and cause horrible com- 
plications for men and women alike. Failing to address the hernia 
mesh issue puts too many people in danger. I think synthetic mesh 
should not be on the market because it is unsafe and I have proud- 
ly taken the challenge to work to prevent this from continuing to 
happen to others. 

In closing, I would like to say that I am only one face in thou- 
sands of people that this has happened to, and the sad part of it 
all is that I feel that I may be one of the lucky ones. This com- 
mittee can change the laws to improve the safety of medical devices 
and put patients first. Surgical mesh and other medical devices 
should be tested for safety before they are allowed to be implanted 
into people like myself. We also need a national system to track 
what happens to patients like me after devices are implanted, to 
catch these problems as soon as possible. 

Thank you. 

[The prepared statement of Mr. Shull follows:] 
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Testimony of James Shull 

U.S House Committee on Energy and Commerce/Subcommittee on Health 
February 15, 2012 


My name is Jim shull and I am from Browns Mills, New Jersey. I would like to thank you 
for allowing me the opportunity to speak here today. 

My story goes back to 2005 when I was told I had a hernia. I was told that I was young 
and would recover quickly. I was told I would be walking up stairs in 3 days and back to 
work in 2 weeks. 

I awoke in the recovery room from the surgery in excruciating pain, the nurses gave me 
some pain medication and told me I would be fine and sent me home. Two days later I 
was in such pain that I couldn’t stand up straight or barely walk. I called my surgeons 
office and he told me to meet him at the hospital Emergency Room. He took me in to an 
examination room, looked at the surgical site and told me that it was very infected. He 
prescribed an anti-biotic and Morphine for the pain but, nothing seemed to help. The 
infection was so bad that I had streaks running down my groin; I was still very swollen, 
bruised and in severe pain. 

I continued to call the surgeon over the next 2 weeks only for him to tell me that I am 
just a slow healer. Quite a difference from walking up stairs in 3 days, like he told me 
before the surgery. As time went on I was still in unbearable pain. At my 6 week follow 
up I explained again to my surgeon that the pain was unbearable, so, he decided to 
inject my groin with Novocain, right thru the incision and sent me back to work. 

The pain I was feeling, was as if there was a sharp object left inside of me. My boss told 
me that I couldn’t be at work if I couldn’t stand up straight and walk, so, he sent me 
home. After continuously going back to the surgeon he decided to send me to Pain 
Management, where over the course of 6 weeks the pain doctor injected my groin 
upwards of 70 times with steroids and Novocain. 

Nothing would help the pain so I decided to investigate myself. The internet is a 
wonderful tool to launch an Investigation. I googled complications from hernia surgery 
and was amazed at what I found. 

It was only then that I figured out that a Hernia Mesh kit must have been put inside of 
me. I went back to the surgeon and explained what I found. Only then did he tell me that 
he had put a Synthetic Mesh inside of me and told me that, it was not the mesh, 
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because the mesh is inert and my problem has to do with the nerves in my groin, i tried 
to go back to work because I couldn’t afford not getting a paycheck, but the pain was so 
unbearable that I ended up in the ER. The doctor in the ER did a CT scan only to find 
nothing. That is because the mesh is transparent and cannot be seen on X-rays, The 
doctor in the ER told me that I probably had Diverticulitis and that I needed to follow up 
with a Gl specialist. That test came back negative also. 

I decided to get a second opinion from another surgeon and asked if he could remove 
the mesh from inside of me. He told me that he couldn't remove the mesh but could do 
an exploratory surgery to see if the nerves were stitched up. This surgeon did cut and 
tie off one of the nerves in my groin and thought that it would ease my suffering. After 
returning to him for 6 weeks in unbearable pain he told me that there was nothing else 
he could do for me. So I was on my own. I continued to be in unbearable pain and still 
tried to work. I continued to try to find a surgeon who knew what was happening to me, 

I finally did find a surgeon in another state and he agreed to see me. When he 
examined me he told me that he knew exactly what was wrong with me but to be sure 
sent me to have an MRi. I went back to this surgeon and he showed me the problem. 
There it was a hardened synthetic mesh. This surgeon told me that he has been 
removing these products for 20 years because of problems similar to mine. 

So finally after almost 2 years of unbearable pain I found someone who could give me 
some answers. The surgery to remove the mesh took 3 'A hours. When I awoke in the 
recovery room, the surgeon was at my bedside. He told me that he was sorry and that I 
would be in pain for the rest of my life. 

The surgeon explained to me that he had removed a balled up piece of concrete from 
my groin, that the mesh had hardened and balled up, and had encapsulated the other 2 
main nerves in my groin. In order to get the mesh out the nerves had to be severed. He 
explained to me that the mesh was so hard, that when I moved it was acting like a saw 
and cutting into the surrounding tissue. I had a 3 inch gash in my pelvic floor along with 
hundreds of smaller cuts and tears. 

In 2008 I was diagnosed with a degenerative nerve condition, which I believe was 
caused by the mesh. The pain that I suffer through on a daily basis consists of constant 
burning and sharp pains in my groin and upper thigh. My groin and upper thigh are a 
purple and brown color because of the nerve condition I now have. It is a constant battle 
every day. I must take three strong medications Oxycontin, Percocet, and Tramadol just 
for the pain alone. Every 6 months I have to have radio frequency ablation done at the 
spinal level were the nerve roots are located. This just to relieves 50 percent of the 
burning. It is very uncomfortable for me to sleep at night without the help of medication. 
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Because of this product I am no longer able to work as a printer. I loved my job; where 
else can you take 12 different components and put them all together and make what I 
considered art. I am now on New Jersey State Disability, which is about to run out. I 
have applied for Social Security Disability but have not heard back from them yet. 

When I was a teenager, I had a hernia. That hernia was not repaired with mesh, but 
was stitched back together - 34 years later and I still have no problems with that repair, 
while the repair that i had when I was 42 went bad immediately and I now face a lifetime 
of pain and struggles because of it. 

Ail of this I have to go thru because of a piece of hernia mesh that was supposed to be 
inert and not cause any problems. The mesh that was put inside of me caused so much 
damage that none of the nerves will ever be able to be repaired and will never grow 
back. I live a life of pain because of a product that never had any kind of.clinical trials 
and slipped through the back door of what you know as the 51 OK process based on the 
use of predicate devices. Did you know that the mesh that was inside of me used only 
sutures as a predicate device? I am left disabled because the FDA considered surgical 
mesh equivalent to sutures and allowed it to be implanted in patients like me. 

After years of people reporting problems and investigations in to synthetic meshes, the 
FDA published a Public Health Warning. Unfortunately, the warning was only for 
Synthetic Trans-vaginai meshes that are used in woman for Pelvic Organ Prolapse, 
Incontinence and Bladder Slings, which have caused problems every bit as terrible as 
mine. 

There was no Public Health Notification for the Hernia Meshes. Which are just as tragic 
and cause horrible complications for men and woman alike. In my research I found that 
in the United States alone there are 750 thousand to 1 million hernia surgeries each 
year. Failing to address the hernia mesh issue puts too many people in danger. I think 
synthetic mesh should not be on the market because it is unsafe and I have proudly 
taken the challenge to work to prevent this from continuing to happen to others. 

In closing I would just like to say that I am only one face in thousands of people that this 
has happened to and the sad part of it all is that I feel that I may be one of the lucky 
ones. This committee can change the laws to improve the safety of medical devices and 
put patients first. Surgical mesh and other medical devices should be tested for safety 
before they are allowed to be implanted into people like myself. We also need a national 
system to track what happens to patients like me after devices are implanted, to catch 
these problems as soon as possible. 


Thank you. 
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Mr. Pitts. The Chair thanks the gentleman and thanks to all the 
panel for your testimony, and we will now begin questioning, and 
I will recognize myself for 5 minutes for that purpose. 

Dr. Jaffe, you presented some very compelling data in your testi- 
mony, and it reiterates what we have been hearing from medical 
device innovators who have testified before this committee and 
those we speak with back in our home districts. PWC reports show 
that in 2007, 116 medical device startups had $720 million in fund- 
ing, and that last year, 55 companies received under $200 million. 
This reflects more than a half-billion-drop in funding of medical de- 
vice startups. Can you explain the impact of this alarming drop in 
funding, the impact on patients and jobs? 

Mr. Jaffe. Thank you. Chairman Pitts. Let me start with the 
jobs issues first. Clearly, each of these companies may only have 
five to ten employees who start up funding, but if they are success- 
ful, they will grow, and many successful medical device companies 
we are involved with have hundreds of employees. We also know 
from data that for every one job we create in a company, there are 
three or four created in the community to support to those jobs, so 
clearly there is an economic impact. 

The more important issue, though, is really the impact on pa- 
tients and potential technologies for those patients. I have an un- 
usual job in the sense that I invest in things I hope I never have 
to use personally and I hope none of you or your loved ones ever 
need any one of the products we develop. But if you are someone 
with the issue that our technologies address, you will be very 
grateful they were developed. And the sad part of all this is that 
there are many technologies that I mentioned earlier that I see 
every day that deserve development but I can’t pursue because the 
time and capital requirements would be too great to allow me to 
make returns I need to satisfy my investors’ requirements, and it 
is the challenge of the system we all need to work on. 

Mr. Pitts. Thank you. 

Mr. Perez, can you give us an example of difficulties your com- 
pany has had with the FDA? Have you experienced an increase in 
how long it takes to get through the FDA process, and why do you 
believe that doubling the amount you pay in user fees is going to 
solve what is partly a management issue? 

Mr. Perez. Well, I think the performance metrics that are spe- 
cifically addressed in the MDUFA agreement go back to some of 
the issues that we have had with the FDA. I will give you an exam- 
ple. We had a pre-submission hearing with the FDA on a tech- 
nology, and then we went almost 14 months before we heard back 
from the FDA, and a lot of that had to do with the fact that there 
was not agreement within the FDA on how to go forward with the 
approval process of a product like this, and this specific MDUFA 
agreement addresses that where we have a pre-submission meet- 
ing, there has to be agreements and those agreements can’t be 
changed. We had another example where we had an agreement 
with the FDA on a clinical trial. We moved forward on the clinical 
trial. We got about halfway through the clinical trial and the re- 
quirements of that trial were changed. 

So once again, I think some of the things that we are trying to 
address regarding predictability and accountability are specifically 
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addressed in this MDUFA agreement, and I think some of the chal- 
lenges that we have, I am not saying they are all going to go away 
but I think some of the specific challenges that we have had will 
be addressed with this new agreement. 

Mr. Pitts. Ms. George, how does the proposed user fee agree- 
ment improve predictability and consistency with respect to FDA’s 
review of medical devices, if you can be specific? 

Ms. George. I believe that there are a couple of areas that it 
does that. First off, that through the pre-submissions process, as 
was stated by Mr. Perez, there would be agreement as to what the 
requirements are ahead of time, early, prior to submission, so that 
the manufacturer when they submit their 510(k) it includes the re- 
quirements up front so that it can flow through the process more 
quickly. I also think that the interaction requirement that we have 
put into the agreement of having earlier interaction with the FDA 
so that we know what the questions might be if they are going to 
have them, that will support it, and then the added management 
as through the resources that are going to be added, that will en- 
sure consistency in how they make those determinations so that a 
reviewer by themselves doesn’t have to make that decision. 

Mr. Pitts. Professor Hall, from what I understand, FDA has ex- 
tensive postmarket authority for medical devices. Would you walk 
us through that authority, please? 

Mr. Hall. There are a number of authorities the agency cur- 
rently has. They include obtaining information through medical de- 
vice reports, so-called MDRs, the MedSun process, which is an ac- 
tive postmarket surveillance system linking about 350 hospitals. 
There is a 522 order process. You have special controls that specifi- 
cally include the statutory authority for postmarket surveillance 
obligations, patient registries and other tools. In the PMA world, 
you have conditions of approval. The QSR systems include 
postmarket surveillance. We call them CAPA, corrective and pre- 
ventive action, processes that, for example, require product 
trending, root-cause analysis, etc. So those are just a number of the 
statutory systems that are currently in place. 

Mr. Pitts. Thank you. My time is expired. The Chair recognizes 
the ranking member, Mr. Pallone, for 5 minutes for questions. 

Mr. Pallone. Thank you, Mr. Chairman. 

I wanted to ask Ms. Swirsky and Ms. George, only because of 
time limitations, because of these advisory committees and conflict 
of interest. As you know, industry and some patient groups have 
focused on removing limits on how many experts with financial 
conflicts of interest may serve on the committees. Many consumer 
groups are concerned that for FDA and the public to be confident 
in the objectivity of the advice FDA receives, every effort must be 
made to minimize the number of conflicted experts that serve on 
these committees. I would like to ask Ms. Swirsky, if you could sug- 
gest ways that FDA could broaden its pool of experts. Let me start 
with that and then I will go to Ms. George. How would you suggest 
the FDA could broaden its pool of experts? 

Ms. Swirsky. I want to say first off, I think the FDA has already 
suggested that those caps on the waivers, which I think are the 
subject of many of the bills in the House and some in the Senate, 
haven’t really been at issue. They are not using the existing caps. 



189 


Mr. Pallone. Right. She mentioned that when we had the Com- 
missioner here last week. 

Ms. SwiRSKY. So that suggests to us that there is some broader 
problems. 

Mr. Pallone. Right. Just give me your suggestions, because I 
don’t have a lot of time. 

Ms. SwiRSKY. I am sorry. So some of our suggestions, we would 
hope that the FDA would be ripe for a task force to bring in stake- 
holders, various stakeholders, consumer groups and industry to 
sort of come together to look at some of the barriers and identify 
some solutions. But some of the solutions I think we and other con- 
sumer groups have thought about is first of all, creating better 
awareness of advisory panels. I think right now there isn’t great 
awareness of it, and so what you have now are self-selected folks 
who sign up for these advisory panels, and some ideas include try- 
ing to work with medical schools to make this a part of their cur- 
riculum so we can create more prestige around the advisory panels. 
Obviously we can pay them more, which is probably not in the 
cards for the short term. But also I think there is a lot of evidence 
that about 50 percent of academic researchers aren’t conflicted at 
all so we need to tap into that pool, and research suggests that aca- 
demic medical centers have fewer conflicted members, and so 
bringing them into the process and getting their input in how we 
can make it more attractive to them. 

Mr. Pallone. Thank you. 

Ms. George, first I wanted to thank you for coming to that FDA 
roundtable we had at Rutgers with the Commissioner, but would 
explain why elimination of the caps on waivers would be helpful, 
given as Ms. Swirsky said, that the FDA hasn’t come anywhere 
near reaching its cap to date? Do you think it would be helpful? 
And if you want to comment on broadening the pools also but 

Ms. George. One of the challenges 

Mr. Pallone Quickly because I have one more question. 

Ms. George. One of the challenges I think that does occur with 
the panels is, anything that goes to panels is innovative. It is new 
technology. It is new clinical science and there are not a lot of 
available people out there to actually come in to be those experts, 
to come in and answer the questions, to be able to ask industry the 
questions. So one of the challenges that we have as a manufacturer 
if we bring something to panel is, we have probably already tapped 
a lot of those people to help us in the development and in the cre- 
ation of the technology or science and so the FDA has limited peo- 
ple available that they could use, so that does cause some aspect 
of conflict. 

Mr. Pallone. Let me ask Mr. Perez, I have one more question. 
I have about a minute left. You know, I understand the negotiation 
over the medical device agreement wasn’t easy, but we have heard 
from the drugs and biologies trade associations that they are com- 
mitted to a clean PDUFA, and while they may have some addi- 
tional legislation they would be happy to see enacted as part of the 
UFA legislation package, they don’t want anything that would slow 
down or jeopardize the passage of that package. So I just wanted 
to ask you, are you committed to seeing that nothing slows down 
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or stands in the way of passage of MDUFA as part of the package 
of FDA legislation? I am asking you to take the same pledge. 

Mr. Perez. I think we share a common goal here, that we want 
to get this done in a very timely manner. We know many members 
have already introduced some legislation all in an effort to improve 
and help the FDA he more successful hut I think right now we 
need to make sure that we balance those efforts with trying to get 
the MDUFA passed in a very timely manner. So we would like to 
work with the members of the committee, to listen to them, and I 
think it is very, very important to get this done. Dr. Shuren out- 
lined a timetable and I hope we can stick to it. 

Mr. Pallone. All right. Thank you so much. 

Mr. Pitts. The Chair thanks the gentleman and recognizes the 
vice chairman of the committee. Dr. Burgess, for 5 minutes for 
questioning. 

Mr. Burgess. Thank you, Mr. Chairman. 

Mr. Perez, a valid point, what a lot of people don’t realize about 
the user fee agreements is when they expire on September 30, this 
is not like the typical Congressional action where we can say the 
dog ate my homework so I am going to give myself an lOU for the 
next couple of months. These are voluntary funds that are provided 
by the industry, and without the user fee agreement and in force, 
those monies simply stop on October 1st. Is that correct? 

Mr. Perez. That is correct. 

Mr. Burgess. So this timeline that we are looking at now is one 
with a great deal more severity than the usual Congressional 
timelines. I mean, I forget, we had, what, 35 different temporary 
patches to the FAA reauthorization in the last 10 years. We can’t 
do this. 

Mr. Perez. I agree. We have to get it done. 

Mr. Burgess. We have to get it done, and so I appreciate all of 
you being here and Dr. Shuren being here because I think this is — 
you know, we may disagree about some parts of this but we all un- 
derstand how important it is to get this done. 

Dr. Jaffe and Dr. Kesselheim, let me just take advantage of the 
fact that you two are sitting next to each other and you seem to 
have vastly different views of the world. You both heard each oth- 
er’s testimony. Is there any common ground between you or are we 
left with this rather stark definition on either side of what an ideal 
user fee agreement would look like? 

Mr. Jaffe. Well, I don’t know where the differences are between 
us on the user fee agreement. I certainly didn’t hear any concerns 
about the need for more resources for the FDA and for process im- 
provements. 

Mr. Kesselheim. I would agree with that. I mean, I think that 
the need for greater funding for a lot of the essential work that the 
FDA does is essential and it would be my preference to see that 
money come directly from Congress, but since that is not going to 
happen, I think that the user fee agreement is essential and a lot 
of the issues we will deal with by improving the 

Mr. Burgess. Let me interrupt you in the interest of time be- 
cause they just called a vote. Dr. Jaffe, you describe a world in 
which the risk-averse nature of the agency charged with protecting 
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the public interest, the risk-averse nature has damaged your busi- 
ness model. Is that correct? Did I misinterpret that? 

Mr. Jaffe. Yes, Dr. Burgess. 

Mr. Burgess. And Dr. Kesselheim, your view seemed to be that 
it doesn’t matter about the damage because these companies are 
out there trying to push products out on the American public, the 
unsuspecting American public that are bad products and the FDA 
has to stand as the last bastion of defense against the industry and 
these bad products. Did I miss something in the testimony of two 
individuals? 

Mr. Kesselheim. Well, so I would first say that for many prod- 
ucts in the 510(k) clearance process, for 95 percent of products the 
time to market in the United States and the European Union is not 
different, that what we are talking about are the highest risk prod- 
ucts that arrive at the E.U. market sooner, and I think as I said 
before, the essential reason for that is that they are just not being 
tested for efficacy and for 

Mr. Burgess. Dr. Jaffe, do you agree with that? 

Mr. Jaffe. I don’t fully agree with that, I must say. You know, 
we do go to Europe early because there is a more straightforward 
path but we do test products in Europe. They do have to have data 
to get approved. We have a company selling in Europe a leadless 
cardiac defibrillator which could be a major improvement over the 
problems we have had with leads here in the United States. That 
product has been on the market for 3 years in Europe and it will 
probably be several more years before it is approved here. 

Mr. Burgess. Now, let me ask you something. Do they have a 
postmarket surveillance program in Europe? 

Mr. Jaffe. The company has continued to do studies but I am 
not sure — I am not directly involved in it. I don’t know if they are 
required to but the company has continued to do studies of that 
product both in Europe and it has completed a clinical trial here 
in the United States which is submitted. 

Mr. Burgess. Now, will that company be able to use any of that 
data when it goes to the FDA to present its case? 

Mr. Jaffe. I do not know the answer to that question. I am not 
directly involved. 

Mr. Burgess. Mr. Hall, do you know? 

Mr. Hall. It is possible, assuming that it meets the U.S. criteria 
for informed consent, data, validity, etc., but there are many situa- 
tions where data can be used. 

Mr. Burgess. Now, I have got a list of a number of things where 
the postmarketing authority exists in the device world and is miss- 
ing from the drug world. Now, there are some things where drugs 
and devices share some postmarketing authority, things like adul- 
teration, misbranding, manufacturer changes both drugs and de- 
vices are required to report but you look at things like classification 
based on risk, devices have it, drugs don’t; user reporting, devices 
have it, drugs don’t; reports of removals or corrections, devices 
have it, drugs don’t; tracking, devices have it, drugs don’t. I mean, 
it looks like the Food and Drug Administration is already applying 
many of these standards in the device world maybe even a little 
bit more stringently than the drug world. Do you agree with that, 
Mr. Hall? 
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Mr. Hall. There are obviously a number of differences between 
drugs and devices. The agency has a plethora of postmarket au- 
thorities in the device world. Some of them do not exist in the drug 
world. In part, that is because of the differences between drugs and 
devices. You don’t have an implantable drug, you know, as a gen- 
eral rule. 

Mr. Burgess. You do for some hormonal agents. 

Mr. Hall. As a general rule, is what I am trying to say. 

Mr. Pitts. The Chair thanks the gentleman and recognizes the 
ranking member emeritus — I mean ranking member of the full 
committee, Mr. Waxman, for 5 minutes. 

Mr. Waxman. Thank you. I will be emeritus when we get the 
control back and then I will be chairman, but thank you very much 
for calling on me and I thank this panel for their testimony. I had 
a chance to review some of the testimony, and I have had my staff 
here throughout your presentation. 

Dr. Kesselheim, I must express alarm over your article describ- 
ing the harms caused by the devices approved in Europe first and 
then later found to be ineffective or, worse, harmful to patients. 
This is important information for us to have given that so many 
in the device industry have complained that FDA is depriving 
Americans of the innovative devices patients in the E.U. get so 
early. Obviously as you have shown, this is not always such a good 
thing. Your New England Journal article also describes what are 
some critical fundamental differences between the E.U. and the 
U.S. systems. You say that “the E.U. system is a part of a frame- 
work for commerce which originated as a means of streamlining 
trade and coordinating manufacturing, safety, and environmental 
standards” in the E.U. Your article also states that so-called noti- 
fied bodies, which are for-profit independent companies that spe- 
cialize in evaluating many products, not just medical devices, are 
not “designed to work as public health agencies,” and the approval 
standards in the E.U. are quite different from ours. Device manu- 
facturers have only to prove that the device works as intended, not 
that it is effective at treating or curing the particular indicated 
condition. 

So yet in recent months, many have argued that we should refor- 
mulate our device regulatory system so that it more closely resem- 
bles the E.U. Let me ask you, based on what you have learned 
from your study, do you agree that we should look to the European 
system as a model for how we regulate devices in the United 
States? 

Mr. Kesselheim. Absolutely not. You know, there is no evidence 
that I have found in all the places that I have looked that suggests 
that the model for device approval in the E.U. in any way benefits 
patients overall as compared to the U.S. system, and indeed these 
notified bodies have major problems with conflicts of interest and 
their independence, and in fact, they only evaluate devices for ap- 
proval whereas the competent authorities in the E.U. are the ones 
charged with safety evaluations. So the safety and the approval 
evaluations in the E.U. are separate and that is just not the way 
to effectively protect the public health. 

Mr. Waxman. Some of the bills that are being proposed change 
FDA device regulation to make our system look a lot more like the 
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E.U. system. Let me ask you about one of them that would expand 
the device center’s so-called third-party review program. Currently, 
that program permits third parties to review certain 510(k) appli- 
cations and provide recommendations to FDA on whether the agen- 
cy should clear a particular device. FDA has 30 days in which to 
make a final decision, but it is FDA that has the final say. That 
is existing law. One bill has an alteration of the scheme to make 
the third party’s recommendation binding on FDA if FDA fails to 
respond in 30 days. The bill would also expand the types of devices 
that these third parties are permitted to review to include “perma- 
nently implantable or life-sustaining or supporting devices.” These 
outside reviewers are not currently allowed to review these devices. 

Dr. Kesselheim, as an expert on the U.S. and E.U. systems of 
medical device oversight, do you believe this legislation is a move 
in the right direction? Would you be concerned about these kinds 
of changes to the program? 

Mr. Kesselheim. Yes, I believe this is definitely a move in the 
wrong direction, and I would be concerned about these types of 
changes. First of all, there is plenty of peer-reviewed evidence 
showing in the drug realm that decisions made at the end of a 
fixed regulatory period end up more likely leading to drugs that 
have safety problems later on down the road, so imposing this 30- 
day fixed time limit on the FDA in terms of devices is bad policy, 
and I also think that increasing the role of these independent 
agents into the evaluation of the most highest-risk devices would 
again move us more towards the E.U. equivalent, notified bodies, 
and it would be bad policy, and there is very little individual over- 
sight of what these notified bodies are able to do. Manufacturers 
are able to game the system in a way and select which notified bod- 
ies they want to based on which are known to provide a faster path 
to approval, and I just think it would be a bad idea. 

Mr. Waxman. It is ironic that Governor Romney is attacking 
President Obama saying he wants us to be more like the Euro- 
peans. That may or may not be right, but in this case, we don’t 
want to be more like the Europeans. The FDA gives a seal of ap- 
proval that is respected all around the world for our drugs and de- 
vices and we are better able to protect the public health with our 
present system. 

Mr. Kesselheim. Indeed, I do, and in fact, a lot of the European 
authorities rely on the studies done for FDA approval in order to 
make decisions about payments and use of the devices there. So in- 
deed, you know, authorities around the world rely on the FDA sys- 
tem. 

Mr. Waxman. Thank you, Mr. Chairman. 

Mr. Pitts. The Chair thanks the gentleman. We are going to try 
to wrap this up. We are in the middle of a vote. Dr. Cassidy, 5 min- 
utes for questions. 

Mr. Cassidy. So Mr. Hall and Dr. Jaffe, just to be on record, are 
you all in favor of this bill, the number three, if you will? 

Mr. Jaffe. The MDUFA reauthorization? Yes. 

Mr. Cassidy. And Mr. Hall, are you? 

Mr. Hall. The agency needs adequate resources. I am Don Qui- 
xote on this. I prefer the funding to be from public sources. I recog- 
nize the practical aspects and problems with that right now. 
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Mr. Cassidy. OK. That sounds good. 

Now, Dr. Kesselheim, I think William Moser said let us use our 
drugs while they still work, and that was obviously way back 
when, when there was poor regulation. You suggest it still may be 
true in Europe of medical devices. And Dr. Jaffe, obviously there 
is tension there that was earlier alluded to. I am way out of field. 
I am a gastroenterologist. But don’t I recall something — I was look- 
ing at but I couldn’t find it — that there was an artificial disc that 
was being used by maybe orthopods or spine surgeons that had 
been implanted in lots of folks and turned out not to be efficacious? 

Mr. Kesselheim. As far as I am concerned, yes, there have been 
examples of those sorts of orthopedic spine devices that turn out 
later to have been unsafe or not work, yes. 

Mr. Cassidy. Now, Dr. Jaffe, how would you — understanding 
there has to be a kind of movement towards innovation but under- 
standing that there are these instances where things are not effica- 
cious, that they are approved and they are put in a lot of people 
and they cost a lot of money. How would you balance that tension? 

Mr. Jaffe. Congressman, I just wanted to say clearly that we 
have not advocated for any type of European system here in the 
United States, and we still believe in the importance of good clin- 
ical safety and efficacy studies. The challenges we have with the 
EDA are less around those standards than they are about the un- 
predictability and the delays and the difficulty in getting decisions 
made that cost our companies millions that stretch time frames in 
a great distance. 

Mr. Cassidy. So you are not so concerned with the paradigm that 
they use, rather how they implement it, if you will? 

Mr. Jaffe. Exactly. It is more their internal management. That 
is why these guidance documents that Dr. Shuren referred to are 
so important, making the clinical risk-benefit determination much 
more transparent and clear and accountable so we can review over 
time, make sure that we are in agreement to start and we are in 
agreement at the end of the process using the same standards be- 
cause we have seen standards change as reviewers change. We 
have seen delays in getting to decisions. We see 

Mr. Cassidy. I have limited time, so Dr. Kesselheim, again, I am 
just kind of curious about this, and again, I am trying to dig from 
the recesses of my memory, so if I say something stupid, it won’t 
be the first time. Somebody has pointed out to me that some of the 
things that are approved, maybe certain types of stents for cardiac 
disease, turn out not to be efficacious but there is no vested inter- 
est in terms of learning efficacy in terms of your outcome data is — 
if your outcome data is mortality, it is a long study, very expensive, 
etc. Surrogates may not be adequate markers for the ultimate out- 
come. And Dr. Sedrakyan, I think I saw you nodding your head. 
Would you all comment on that? Because again, I am trying to un- 
derstand this issue. I am not challenging anybody. I am just trying 
to understand. 

Mr. Sedrakyan. I can answer that. In many situations, it is pos- 
sible that a device will take time until side effects will develop, and 
a large number of products will be already on the market with con- 
sequences for public health. Now, the best answer to that kind of 
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problem is to have a worldwide network that will help us deter- 
mine the side effects early. 

Mr. Cassidy. But side effects is lack of clinical efficacy. It may 
decrease angina, for example, but it may not prolong life. Do we 
need 10,000 people and 5,000 get a stent and 5,000 don’t? Do you 
see what I am saying? Can we use surrogate markers? 

Mr. Kesselheim. I mean, I think that there are surrogate mark- 
ers that have been validated as relatively well predicting final out- 
comes, and in those cases, surrogate markers are useful. There are 
also, you know, new techniques for doing randomized trials in de- 
tecting efficacy so that they can be done in a more expedited way, 
and I am also more in favor of promoting an efficient and predict- 
able FDA regulatory process as well, but I think that at the end 
of the day 

Mr. Cassidy. Let me cut you off because I told my colleague I 
would give him the remainder of my time, because I think I got 
your point. 

Mr. Burgess. I thank the gentleman for yielding. 

Dr. Kesselheim, if I could just ask you very quickly, are you cur- 
rently involved either with the plaintiff or defense in any of the 
product liability lawsuits involving, say, the artificial hip? 

Mr. Kesselheim. No. 

Mr. Burgess. And the same question to you. Dr. Sedrakyan? 

Mr. Sedrakyan. No. 

Mr. Burgess. Mr. Shull, let me just ask you, your story is very 
compelling. Certainly at some point there has been a lawsuit in- 
volved, I would assume. 

Mr. Shull. Yes. 

Mr. Burgess. And currently your lawsuit is against whom? 

Mr. Shull. It has settled. 

Mr. Burgess. With whom did you settle? 

Mr. Shull. That would be the doctor. 

Mr. Burgess. Was the product you referenced in your case, was 
that product ultimately recalled from the market? 

Mr. Shull. No, it was never recalled. 

Mr. Burgess. Did you file suit against the company? 

Mr. Shull. I did, but the product was deemed used off label 
and 

Mr. Burgess. So it was the physician involved, not the company? 

Mr. Shull. The company exchanged testimony for me to drop the 
suit against them. 

Mr. Burgess. All right. I thank you for that. 

I will yield back, Mr. Chairman. 

Mr. Pitts. The Chair thanks the gentleman. We have a unani- 
mous consent request. 

Mr. Pallone. Mr. Chairman, I would ask unanimous consent to 
enter into the record first the testimony from Public Citizen; sec- 
ond, testimony from American Congress of Obstetricians and Gyne- 
cologists; and third, two New England Journal of Medicine articles, 
one, “Postmarketing Surveillance of Medical Devices — Filling in the 
Gaps,” and second, “Regulation of Medical Devices in the United 
States and European Union.” 

Mr. Pitts. Have you shared that with us? 

Mr. Pallone. Yes. 
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Mr. Pitts. Without objection, so ordered. 
[The information follows:] 
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On behalf of Public Citizen’s more than 250,000 members and supporters nationwide, we thank 
the Subcommittee on Health of the House Energy and Commerce Committee for the opportunity 
to share our views on the regulatory oversight of medical devices by the Food and Drug 
Administration (FDA), For 35 years, Public Citizen’s Health Research Group has been involved 
in research-based consumer advocacy work related to medical device safety. 

As the debate on the reauthorization of the Medical Device User Fee Act (MDUFA) has 
approached, members of Congress have introduced more than a dozen bills, most of which aim 
to ease the approval and clearance processes for medical devices, often by weakening measures 
intended to ensure patient safety. The bills reflect the medical device industry’s concerted 
lobbying campaign to expedite medical devices’ path to the marketplace during a time in which 
the debate over MDUFA is shining a spotlight on issues surrounding the FDA. Specifically, the 
bills aim to accelerate approval and clearance times by such means as: 

• further lowering the already weak standards for clearing and approving medical devices; 

• substantially weakening the “conflict of interest” prohibition for serving on the FDA 
advisory committee that oversees device approvals. This would allow more people to 
review applications for which they have a vested financial interest related to the medical 
devices under review by the committee; 

• expanding the pool of third-party companies that can review device applications to 
include those with significant financial relationships with the device industry; 

• requiring the FDA to rule on third-party reviews of a device within 30 days or grant 
automatic approval of the device on the 31st day, which would result in the elimination of 
independent oversight by FDA officials for many devices; 

• prohibiting the FDA from disapproving of the methods used in any type of clinical trial 
conducted by a medical device company. This would include clinical trials conducted on 
human subjects. 

Recent history is replete with examples of devices that were approved or cleared for marketing 
by the FDA without adequate premarket testing and subsequently caused serious harm to 
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hundreds or thousands of patients, with some cases resulting in death. Some of these devices 
have subsequently been recalled, others have not. Furthermore, the history of FDA’s postmarket 
surveillance and enforcement activities for marketed medical devices reveals a consistent pattern 
of failure to adequately monitor and analyze adverse events related to devices and to remove 
devices from the market after serious safety signals have become readily apparent. Passage of 
many of the bills related to medical devices recently introduced in Congress, with few 
exceptions, would undoubtedly accelerate the rate of patient casualties resulting from unsafe and 
ineffective medical devices. 

We urge subcommittee members to support alternative bills, such as H.R. 3847, the Safety of 
Untested and New Devices Act (the SOUND Devices Act) of 2012, that would improve patient 
safety — rather than threaten it. In particular, further legislation is needed requiring the FDA to 
promulgate new regulations for the premarket approval of medical devices that include mandates 
for appropriate premarket clinical testing for safety and effectiveness for all moderate- to high- 
risk medical devices, especially those that are intended to be life-sustaining, life-supporting, or 
permanently implanted. These are requirements we have advocated for the past 35 years. 

I. Major Deficiencies Regarding Current Medical Device Oversight 

A. Problems with the premarket approval (PMA) process 

Medical devices reviewed by the FDA under the current PMA process generally present the 
highest level of risk among devices proposed for marketing, many of which are life-sustaining, 
life-supporting, or permanently implanted. For many such devices, the risks are at least 
equivalent to, and in many cases significantly greater than, the risks associated with many new 
drags. Nevertheless, the current statutory standard for approving or clearing any medical device 
is “a reasonable assurance of. . . safety and effectiveness,” which is significantly lower than the 
statutory standard required for approval of a new drag: “substantial evidence” of effectiveness 
based on “adequate and well-controlled investigations, including clinical investigations” and 
evidence of safety based on “adequate tests by all methods reasonably applicable to show ... 
[that] such drag is safe for use” (21 U.S.C. § 355[d]). In practice, for most new drags, at least 
two well-designed, randomized, controlled, phase 3 clinical trials are required. In contrast, for 
mo.st medical devices approved under the PMA process, only one controlled study is required by 
the FDA, and in many cases, the quality of the design of such device studies is subject to a lower 
standard than that for most clinical trials for drugs (e.g., many are not randomized and use 
retrospective control groups). 

The current low standard for PMA approvals already puts patients at risk by allowing approvals 
based on poorly designed, uncontrolled trials. In a paper recently published in a- peer-reviewed 
scientific journal, researchers with Public Citizen’s Health Research Group described one 
example of how the FDA’s current lower standard for approving medical devices via the PMA 
process allowed an ineffective, high-risk, implanted medical device to be approved for 
marketing:^ 

Consider the vagus nerve stimulator (VNS), a surgically implanted device for treatment- 

resistant depression. In the only randomized controlled trial (RCT), the device did not 
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demonstrate a statistically significant benefit on the primary measure of depression at ten 
weeks (p = 0.25). However, in its PMA application, the company relied on follow-up data 
at one year in which treated patients were claimed to have improved more than a non- 
randomized, unblinded, non-concurrent control group (p<0.001); both groups were also 
permitted co-interventions. A psychopharmacology expert in the FDA's drug center 
advised [the Center for Devices and Radiological Health (CDRH)] that, with similar data 
for an antidepressant drug, the center would not have permitted the filing of [a new drug 
application], adding, “it is artificial to us to consider one study for a device (that is 
negative on face) as sufficient to provide evidence for regulatory efficacy when we 
require positive studies for a drug.” While CDRH initially issued a non-approvable letter, 
the director of CDRH reversed this decision and approved the device, overruling more 
than 20 FDA scientists and officials. 

Subsequently, the Centers for Medicare and Medicaid Services determined that VNS was 
not “reasonable and necessary,” the standard for reimbursement under Medicare, 
Moreover, it did “not believe there is a treatment benefit directly attributable to VNS.” 
Other third-party payers have also denied coverage for this expensive device. 

Recently introduced legislation would seriously undermine standards for PMA approval that are 
already too weak by explicitly encouraging the FDA to approve PMA applications based on data 
from studies other than randomized, controlled clinical trials. 

From a medical perspective, there is no reasonable substitute for well-designed, "randomized, 
controlled clinical trials in human subjects for assessing the safety, effectiveness, and long-term 
durability of high-risk medical devices. Pre-clinical bench and animal testing, although 
important, are insufficient for determining how such devices will perform in human patients. 
Indeed, the necessity for well-controlled clinical studies has increased over the past few decades 
as medical devices have become increasingly complex. 

Recent experience with metal-on-metal hip implants, such as the DePuy (Johnson & Johnson) 
ASR XL Acetabular System (ASR), shows the threat to patients when devices are approved 
without appropriate premarket clinical testing. Metal-on-metal hip implants are devices whose 
ball-and-socket joints are made solely from metals like cobalt and chromium, in contrast to older 
hip implants made of other materials, such as metal and plastic. While the FDA could potentially 
require PMA applications for these high-risk, permanently implanted devices, a current 
regulatory loophole allows them to be approved through the 5 1 0(k) premarket clearance process, 
which, as discussed below, does not require well-designed, randomized, controlled clinical trials 
in human subjects. Although these devices appeared to be safe in bench tests, when placed in the 
human body, the devices can quickly begin to wear, de|)Ositing metallic debris in the surrounding 
tissues that causes severe soft tissue and bone damage." For example, the DePuy ASR hip 
implant was cleared for marketing in 2005 under the 510(k) process without undergoing any 
clinical testing. After being permanently implanted in nearly 1 00,000 patients, the device was 
recalled in 2010 because of serious problems related to premature failure of thexlevice due to 
erosion of the metal joint surface and migration of metallic particles into the surrounding tissues 
and blood-stream.’’ ’ The end result has been characterized by some leading academic physicians 
as a “public health nightmare.”'* To prevent such public health disasters, all implanted hip 
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devices should undergo testing in well-designed, randomized, controlled clinical trials to assess 
their safety, effectiveness, and long-tenn durability. 

Likewise, the history of the FDA’s approval and the subsequent marketing of the Wingspan 
Stent System with Gateway PTA Balloon Catheter (the Wingspan Stent System) provides 
another dramatic example of the serious harms that can occur in patients when a high-risk 
medical device that normally would require approval under the PMA process is instead approved 
under even lower standards, without adequate premarket clinical testing. On August 3, 2005, the 
FDA approved the humanitarian device exemption (HDE) application for the Wingspan Stent 
System for the treatment of patients having 50% or greater stenosis (narrowing) of intracranial 
arteries (blood vessels that supply blood to the brain) due to atherosclerosis and refractory to 
medical therapy.^ Under an HDE application, the sponsor was exempt from the effectiveness 
requirements of a PMA.* In this case, the only clinical data provided to FDA prior to approving 
the Wingspan Stent System was derived from one uncontrolled, single-arm study involving 44 
patients who underwent treatment with the device.’ Such a study was woefully insufficient for 
establishing a reasonable assurance that this high-risk device was safe, let alone effective. 

Although approval of the Wingspan Stent System under an HDE application may have been 
appropriate, the subsequent history of this device demonstrates the type of dangers that may 
result if Congress passes legislation allowing high-risk devices to be approved under the PMA 
process without adequate premarket testing through well-designed, randomized, controlled 
clinical trials. Results recently published in the New England Journal of Medicine from a well- 
designed, randomized, controlled, multicenter study funded by the National Institute of 
Neurological Disorders and Stroke demonstrated that the Wingspan Stent System is neither safe 
nor effective.* In this study, patients who had 70-99% narrowing of intracranial arteries and were 
at high risk of stroke were randomized to receive interventions with aggressive medical therapy 
plus the Wingspan Stent System or aggressive medical therapy alone. Subjects randomized to the 
Wingspan Stent System group had a more than two fold-higher incidence of stroke or death in 
comparison to subjects receiving aggressive medical therapy alone (14.7% versus 5.8%) — a 
contrast so striking the researchers were forced to stop enrollment in the trial for ethical reasons. 
Had data from such a study been submitted to the FDA prior to the agency’s approval of the 
Wingspan Stent System, the FDA almost certainly would not have found reasonable assurance 
that the device was safe and effective and would have denied approval for this unsafe device. 
Because of the failure to conduct such a well-designed study prior to marketing, it is certain that 
many patients suffered from strokes and died because they were treated with this inadequately 
tested device. 

Furthermore, the language of some of the recently introduced bills is also flawed because they 
encourage “the use of surrogate endpoints” as an alternative to “randomized, controlled trials,” 
whereas the use of surrogate endpoints is, in fact, a frequently used method for measuring 
endpoints in such clinical trials. We note, however, that for most high-risk devices approved 
under the PMA process, surrogate endpoints would not be reasonable clinical trial markers for 
assessing safety and efficacy. Direct, clinically relevant endpoints such as mortality and 
morbidity endpoints (e.g., strokes in subjects undergoing a carotid artery stent procedure) would 
be more appropriate for most clinical trials of high-risk devices. 
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Finally, the assessment of the safety and effectiveness of today’s complex, high-risk medical 
devices demands significant time and effort by FDA review staff. Statutory requirements that 
pressure the agency to carry out reviews more quickly, such as tliose proposed in in some of the 
recently introduced legislation, will likely result in short-cuts being taken by FDA staff. 
Inevitably, patients would be harmed by increased exposure to unsafe and ineffective devices. 

B. Problems with the 510(k) premarket clearance process and the determination of 
substantial equivalence 

The 5 1 0(k) premarket clearance process is the pathway by which approximately 94% of 
moderate-risk and many high-risk medical devices — including many that are life-sustaining, 
life-supporting, or permanently implanted — reach the U.S market.^ Under the current 5 1 0(k) 
process, the proposed device must be found to be “substantially equivalent” to a predicate device 
already on the market. Substantial equivalence is evaluated according to the intended use of the 
device and its technological characteristics (21 U.S.C. § 360c[i][l]). 

For most medical devices cleared under the 5I0(k) process, no clinical trials assessing the safety 
or effectiveness of the devices in humans are conducted prior to clearance for marketing. 
Furthermore, once a device had been cleared through the 510(k) process, it may serve as a 
predicate device for subsequent 510(k) submissions, even if the predicate device has 
subsequently been withdrawn from the market because it was shown to be dangerous or 
ineffective. 

Again, recently introduced legislation would further weaken the 5 10(k) process by not only 
retaining the grossly inadequate legal standard — substantial equivalence to a predicate device 
already on the market — used by the FDA for clearing medical devices under the 510(k) process, 
but also by constraining the agency’s authority to consider important information relevant to the 
safety and effectiveness of medical devices and by pressuring the agency to take shortcuts to 
meet the demands for an accelerated review process for increasingly complex medical devices. 

The highly respected Institute of Medicine (lOM) in its recently issued report Medical Devices 
and the Public 's Health: The FDA 5I0(k) Clearance Process at 35 Years,'' criticized the major 
underpinnings of the 510(k) premarket clearance process more broadly. After extensive, careful 
study, the lOM concluded that the FDA’s 510(k) process for clearing medical devices is fatally 
flawed and cannot be fixed. In particular, the lOM found the following: 

The 510(k) clearance process is not intended to evaluate the safety and effectiveness 
of medical devices with some exceptions. The 510(k) process cannot be transformed 
info a premarket evaluation of safety and effectiveness as long as the standard for 
clearance is substantial equivalence to any previously cleared device, [emphasis in 
original] 

The lOM fully articulated a compelling and irrefutable rationale for this conclusion. To address 
its primary conclusion, the lOM recommended the following: 
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The FDA should obtain adequate information to inform the design of a new 
medical-device regulatory framework for Class U devices so that the current 510(k) 
process, in which the standard for clearance is substantial equivalence to previously 
cleared devices, can be replaced with an integrated preraarket and postraarket 
regulatory framework that effectively provides a reasonable assurance of safety and 
effectiveness throughout the device life cycle. Once adequate information is 
available to design an appropriate medical-device regulatory framework. Congress 
should enact legislation to do so. [emphasis in original] 

Public Citizen strongly agrees with the lOM. 

The fundamental failure of the 5 10(k;) process to protect the American public from dangerous 
and ineffective medical devices has been demonstrated again and again, as numerous devices 
approved under the 5 10(k) process have resulted in large-scale harms to patients and many had 
to be recalled because of their dangers. 

For example, over the past decade, multiple synthetic, non-absorbable surgical mesh products 
designed for transvaginal surgical repair of pelvic organ prolapse (POP) have been cleared by the 
FDA under the 5 1 0(k) process, based on the standard of substantial equivalence to predicate 
devices. Randomized, controlled studies done after these devices were cleared for marketing 
under the 510(k) process have shown that while transvaginal POP repair with mesh appears to 
result in less prolapse being detected on pelvic examination following surgery in comparison to 
non-mesh repair procedures, the use of mesh does not provide any better outcomes in terms of 
relief of symptoms and quality of life measures, which ultimately arc the clinically significant 
indicators for measuring treatment success for this condition.'® Moreover, with respect to safety, 
a review of the scientific literature demonstrates that use of the non-absorbable, synthetic mesh 
products for transvaginal surgical repair of POP leads to a high rate of serious complications, 
many of which require additional surgical intervention and some of which are not amenable to 
surgical correction and result in permanent life-altering harm to women." 

The experience with non-absorbable surgical mesh products for transvaginal POP repair exposes 
the fundamental failure of the 510(k) premarket notification process to protect the public’s health 
and welfare. Multiple mesh devices specifically designed for transvaginal POP repair were 
allowed by the FDA to come onto the U.S. market, based only on in vitro and animal-testing data 
and a determination of substantial equivalence to other surgical mesh products already on the 
market. Despite a complete lack of clinical data demonstrating that any of these invasive mesh 
devices was reasonably safe and effective for transvaginal repair of POP, these devices have 
been heavily promoted by industry and its well-compensated physician consultants. As a result, 
thousands of women have been seriously harmed, many permanently. Had appropriate premarket 
clinical trials, like those conducted in the postmarket period, been conducted before the FDA 
cleared these products for marketing under the 510(k) process, serious harms to these w'omen 
could have been prevented. 
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C. Problems with the FDA’s postmarket surveillance and enforcement activities 

In addition to allowing too many dangerous devices to reach the market, the FDA has also 
proven inadequate at mitigating the damage from dangerous devices that are in use after 
evidence of serious adverse events caused by marketed devices becomes apparent. 

The current state of postmarket surveillance is ineffective and wasteful. The agency must depend 
on manufacturers and users such as hospitals to report events of injury or death related to the use 
of their devices. Manufacturers, in turn, are often unable to locate patients who have been 
implanted with dangerous devices because they generally do not track which patients have been 
implanted with their products. 

For its part, the FDA has been criticized for making poor use of the data it receives from device 
manufacturers concerning recalled products. It lacks an internal system to analyze recall trends, 
which it might othera'ise use in fliture decisions when reviewing a device for PMA approval or 
5 1 0(k) clearance. 

The FDA also has been criticized for failing to take enforcement actions when evidence of 
unacceptable harm caused by a device becomes apparent or manufacturers violate the law. The 
lOM, for example, concluded: “When the FDA discovers violations of the law or products that 
pose unacceptable risks to consumers, it has a wide variety of authorities (or tools) available to 
try to remedy the situation and to sanction the violators. The committee found that the agency 
uses those authorities sparingly.”" 

Finally, the prospect of product-safety litigation is theoretically a deterrent to selling unsafe or 
faulty products. But, in the realm of medical devices, manufacturers enjoy an enormous liability 
shield. The Medical Device Amendments of 1976 prevent states from establishing “any 
requirement” that is “different from, or in addition to” requirements in the federal statute that 
relate “to the safety or effectiveness of the device.”" In 2008, in Riegel v. Medtronic, the 
Supreme Court cited the 1976 Medical Device Amendments and ruled that federal law preempts 
all state civil court claims arising from allegedly defective devices, as long as the device in 
question was approved under the PMA process and the manufacturer followed proper procedure 
in its application. The result: if the FDA approves a dangerous or defective device through the 
PMA process, federal law generally prevents consumers harmed by the device from seeking 
redress in court. 

II. Proposals for Improving Medical Device Safety 

Ensuring that the medical devices used to treat patients in the U.S. are safe and effective should 
be the paramount goal of any new medical-device legislation. Patients in the U.S. deserve 
legislation that improves the review of the safety and efficacy of these devices, instead of 
weakening it. 

The dangers and weaknesses of the existing flawed systems for both premarket review and post- 
market surveillance of medical devices are readily apparent. On one hand, the current premarket 
regulation of devices has repeatedly failed to prevent unsafe devices from reaching the market 
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and injuring and killing patients. On the other hand, devices unequivocally shown to be unsafe 
after being cleared or approved by the FDA are not being removed from the market in a timely 
and efficient manner by the agency. Strengthening of applicable Federal statues and the FDA’s 
policies and practices for reviewing and monitoring devices needs to occur in order to increase 
the agency’s ability to protect the public. 

A. Premarket Review Processes 

Replace the 510(k) process (long-term action). Congress should mandate, in accordance with 
the lOM’s recommendation, that the FDA obtain the necessary information to design a new 
medical device approval process to replace the 510(k) process. No future medical device 
premarket review system should rely on “substantial equivalence” to a device already on the 
market as evidence of safety and effectiveness. Instead, moderate- to high-risk devices, 
particularly those intended to be life-sustaining, life-supporting, or permanently implanted, 
should be subject to the same regulatory scrutiny as drugs. Review decisions should rely on 
“substantial evidence” to support a device’s safety and effectiveness. 

Modify the 510(k) process (interim, short-term action). Recognizing that replacing the current 
510(k) system will take several years to implement, the following revisions to the process should 
be implemented immediately to improve the safety of medical devices: 

• When a device cleared through the 510(k) device is recalled or removed.from the market 
due to safety or effectiveness problems, that device should automatically be removed 
from the list of devices that can serve as a predicate for a proposed class 11 device. 

• Require manufacturers to provide the FDA with information not just about the immediate 
predicate device on which a 5 10(k) clearance request is based, but about the full lineage 
of predicates. 

• To facilitate efficient and effective tracking of the status of marketed devices that a 
manufacturer might use as a predicate for a proposed device, require the FDA to maintain 
an up-to-date and easily searchable database of eligible predicates. 

• Require the FDA to reevaluate the safety and effectiveness of devices previously cleared 
under the 5 10{k) process whenever a device that served as the predicate for those 5 10(k) 
clearances is withdrawn from the market due to safety or effectiveness problems. This 
reevaluation should include any device cleared under the 510(k) process that can be 
traced back through a chain of 5 10(k) clearances to the predicate device no longer on the 
market. This requirement should be imposed retroactively on all devices previously 
cleared under the 5 1 0(k) process. 

• Prohibit the clearance of any class III device under the 5 10(k) process. 

• Provide the FDA with authority to require postmarketing surveillance studies, including 
clinical studies, as a condition of clearance of a device under the 5 1 0(k) process 

Revise the PMA process. The standard for approving any class III device under the PMA 
process should be changed to “substantia! evidence” of safety and effectiveness. Device 
submissions reviewed under the PMA process should provide data from at least two well- 
designed, randomized, controlled, clinical trials conducted by qualified experts that can evaluate 
the tme safety and effectiveness of that device. The current low standard threatens patient safety 
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when data from poorly designed and uncontrolled clinical trials are considered to be acceptable 
evidence for establishing the safety and effectiveness of a device during the review process. 

Drop the least-burdensome requirement. For alt submissions, the requirement that the FDA 
evaluate devices in a manner that is “least burdensome” upon manufacturers should be 
eliminated. It is in the best interests of patients for the FDA to make its judgments based on all 
necessary information. 

B. Post-Market Surveillance 

Improve device tracking to patients. At present, when a device is recalled because it poses a 
hazard, no reliable system exists to locate affected patients because, unlike drugs and most other 
consumer products, medical devices in most cases are not given unique identifier codes that 
would allow for efficient and effective tracking. Under the current system, most companies only 
track devices to distributors or user-facilities. Without unique device identifiers, reliable tracking 
of devices to entities beyond the distributors and to patients is difficult, if not impossible. There 
are more efficient tracking systems in place for appliances, automobile parts and even pet food 
today, than there are for medical devices. Under the Food and Drug Administration Amendments 
Act of 2007, Congress mandated that the FDA establish a unique identification system for 
medical devices. In the almost five years since the Amendments became law, the FDA has failed 
to issue regulations implementing this system. Congress should set a deadline in the near future 
for the FDA to implement such regulations for all devices that pose a moderate- to high-risk to 
the patients intended to use them. 

Improve adverse-event reporting. The FDA should require more thorough standards for 
reporting adverse events, similar to those used for pharmaceuticals. At present, manufacturers 
tend to under-report and user-facilities tend to over-report adverse events, but with insufficient 
specificity. Higher quality mandatory reporting would give the FDA a better database of adverse 
event information to analyze. 

FDA should assert authority in policing unsafe devices. At present, the FDA typically relies 
on manufacturers to report problems with devices. The FDA often, as in the case of the 
Wingspan Stent System, has failed to act in the face of convincing evidence that proves certain 
devices to be unsafe. The agency should utilize more often and more promptly its authority to 
order recalls of medical devices when the agency deems them to compromise patient safety. All 
too often, the agency relies on device manufacturers to take action voluntarily, resulting in 
substantial delays in removing dangerous and ineffective devices from the market. 

A recall should be a recall. When a manufacturer does initiate a voluntary recall, the recall must 
mean the removal of the suspected defective device from market. Communications to customers 
or user-facilities, like sending warning letters to hospitals, should not be classified as a recall. 

Systematically analyze and track recalls. The FDA should be required to systematically 
collect and assess data regarding all medical device recalls, whether mandated by the agency or 
voluntarily implemented by manufacturers. As part of this analysis, the agency should determine 
whether recalls were implemented in an effective and timely manner in order to ensure patient 
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safety. The FDA also should document the basis for any termination of a recall ordered by the 
agency. All such information regarding the analysis and tracking of recalls should be maintained 
in a publicly accessible database on the agency’s website. 

Restore patients’ legal rights. Finally, Congress should pass legislation to restore injured 
patients’ ability to bring claims for injuries caused by defective medical devices. A 2008 
Supreme Court decision, Riegel v. Medtronic, had held that pre-market approval of a medical 
device by the FDA preempted most state tort law claims against the device manufacturer. The 
decision removed a vital and long-standing component of the consumer safety net for medical 
devices. As a result, patients harmed by unsafe devices are often deprived of their only avenue 
for seeking compensation for their injuries. 

The mechanisms of public safety are failing to protect the public from dangerous devices and 
instead are protecting device manufacturers’ pocketbooks from both proper FDA regulation and 
from being held accountable in court. 
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The American Urogynecologic Society (AUGS) and the American Congress of Obstetricians and 
Gynecologists (ACOG) thank the Subcommittee for the opportunity to submit comments for the record 
regarding the re-authorization of MDUFA and the impact on women given the recent actions by the Food and 
Drug Administration with regard to the safety and effectiveness of transvaginal surgical mesh used for repair of 
pelvic organ prolapse and stress urinary incontinence. 

Founded in 1979, the American Urogynecologic Society (AUGS) is a professional organization of 1,400 
physicians and allied health professionals who are dedicated to caring for women with pelvic floor disorders 
that include pelvic organ prolapse (POP) and stress urinary incontinence (SUi). 

The American Congress of Obstetricians and Gynecologists (ACOG) is a national medical organization 
representing over 57,000 members dedicated to the advancement of women’s health care through continuing 
medical education, practice, research and advocacy. 

Pelvic Organ Prolapse (POP) is a prevalent condition that can substantially affect a woman’s quality of life, A 
woman’s lifetime risk of surgery for POP is approximately 7%. and over 300,000 prolapse surgeries are 
performed annually in the USAT’’^^ Of those who receive surgery, an estimated 13% will require a repeat 
operation within 5 years, and as many as 29% will undergo another surgery for genital prolapse or a related 
condition at some point during their life.^^'®^ Prolapse of the anterior vaginal wail, or cystocele, is the most 
common form of pelvic organ prolapse and the most likely to recur after surgery. Reinforcement of vagina! 
repairs with synthetic mesh has been widely employed in the hope of improving the effectiveness and durability 
of vagina! prolapse repairs, with almost one-quarter of all prolapse repairs currently involving the placement of 
transvaginal mesh. 

Urinary incontinence affects up to a third of US women. Stress urinary incontinence (SUI) is the most common 
type of urinary incontinence in women under 60 and accounts for at least half of incontinence in ail women. 
Surgery is an important and effective treatment for SUI in women, with over 210,000 women receiving surgery 
for this indication each year. Midurethral slings using synthetic mesh, placed via either a retropubic or 
transobturator approach, represent the current standard of care for the surgical treatment of SUI. 

More information on SUI, POP and transvaginal mesh can be found at www.voicesforDfd.oro . 

As the largest professional organizations dedicated to caring for women with pelvic floor disorders including 
pelvic organ prolapse (POP) and stress urinary incontinence (SUI), AUGS and ACOG make the following 
recommendations to the Health Subcommittee regarding the re-authorization of MDUFA and the resources, 
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expertise, and authority needed at the Food and Drug Administration to ensure the safe and effective use of 
transvaginal mesh for POP and SUI. 

More Resources Needed at the FDA: 

Ensuring the safe and effective use of transvaginal mesh for POP and SUI is a complicated and time and 
expertise intensive undertaking, it is imperative that the FDA have staff with particuiar expertise and adequate 
resources to work closely and effectively with medical societies In order to determine the appropriate pathways 
for clearance of synthetic mesh products. These crucial decisions are based both on the indications and 
methods of use proposed by the company. 

For example, clinical experience and research of synthetic mid-urethral slings for SUI is significantly more 
mature and provides a more favorable risk-benefit ratio than synthetic mesh for POP. Synthetic mid-urethral 
slings represent a considerable advance over more traditional non-mesh incontinence surgeries The safety 
and efficacy of midurethral slings using synthetic mesh is supported by 1 5 years of clinical experience and over 
40 randomized clinical trials. While at the same time, new data suggests that complications from 
transvaginaliy placed mesh for POP are more common (10%) and more complex compared to mesh 
complications associated with mid-urethral slings (1-2%) and abdominally placed mesh for POP (abdominal 
sacra! coipopexy (ASC) (3-4%). 

This prompted ACOG, along with AUGS, the Society for Female Urology and Urodynamics (SUFU) and the 
Society for Gynecologic Surgeons (SGS), to write a letter on December 21, 2010 recommending that the FDA 
revisit the issue of vaginal mesh complications to further support the development of a registry and consider a 
new Public Health Notification to increase awareness of this issue with patients and providers. The FDA 
released its Safety Communication on July 13, 201 1 addressing increasing concerns from the public and 
health care providers as well as advocates for patient safety. 

In looking at the method for use, AUGS and ACOG agree that as with synthetic mesh mid-urethral slings the 
safety and effectiveness of surgical mesh indicated for abdominal sacrocolpopexy (ASC) is well-established 
and that reclassification of this group of devices is not necessary. Any new products related to mid-urethral 
slings or ASC can be adequately evaluated using the 510(k) premarket notification. 

However, AUGS and ACOG support mandatory clinical studies for transvaginal mesh for POP. Specifically, 
we support a requirement that premarket notifications (or premarket approval applications) for transvaginal 
mesh for POP include clinical studies that use patient-centered outcomes and which include long-term patient 
follow up to capture long-term results. We recommend well-designed prospective, cohort studies that Include 
an assessment of ciinically-reievant functional, quality of life, and anatomic outcomes, as well as an 
assessment of adverse events. We also recommend that the clinical trials include a minimum of 1 year follow- 
up prior to market clearance or approval, with an additional 2-4 years of mandatory patient follow-up and FDA 
reporting following device clearance, for new vaginal prolapse mesh devices or for significant modifications of 
existing devices. Randomized, controlled trials may be appropriate in certain cases. Robust comparative 
effectiveness premarket research studies would hopefully reduce device recalls, poor patient outcomes, and 
litigation, 

This is just one example where the FDA needs the expertise and significant resources to work with companies 
in determining the appropriate pathway for clearance. For devices where there are numerous methods for 
clinical use, FDA needs to have the authority to mandate clinical trials where there is a higher level of risk to 
the patient and higher probability of adverse events. 


On a broader scale, AUGS and ACOG support the FDA’s interest in reassessing the 510(k) process. The 
FDA’s letter to the fOM in January 201 1 in which the agency proposed to seek greater authority to require 
postmarket surveillance as a condition of clearance for some devices, develop class MB definitions, and clarify 
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when a device may no longer be used as a predicate is consistent with the goals of ensuring safe and effective 
devices for use in caring for women. 

Mandatory Postmarket Registry Needed for AH Vaolnai Mesh Placed for Proiapse: 

Surgeons and patients both agree that surgical procedures should be safe and effective. Post-market 
surveillance currently is voluntary in nature and is not inclusive of ail vaginal mesh placed for treatment of 
prolapse. Without post-market surveillance that includes an assessment of the denominator, or total 
procedures performed, the risks of vaginal mesh repair of prolapse cannot accurately be determined. AUGS 
and ACOG recommend that Congress support FDA In Invoking Its power under section 522 of the Act 
to require postmarket surveillance for existing and future transvaginal mesh devices for POP repair. 

In particular. AUGS and ACOG would support a postmarket registry and/or national database for all 
users of vaqinativ placed mesh for prolapse, to comprehensively track all outcomes, both positive and 
negative. This registry should include patient characteristics, intraoperative data-points, device information 
and post-operative outcomes - both anatomic and subjective at specific time points to'assess for both short- 
and long-term complications. Standardized outcome measures must be determined to allow meaningful 
comparisons. Until such a registry is created. AUGS and ACOG encourage all surgeons to track their 
outcomes so that information is available to hospital credentlaling committees and insurers. AUGS and ACOG 
have enthusiastically offered their expertise to the FDA and other regulatory agencies to assist with the 
development of any such registry including appropriate baseline and outcome measures as well as the timing 
and nature of assessments. 

Support Needed for increased Research Regarding Vaginal Mesh Procedures: 

More research is needed to determine patient selection and patient factors that contribute both to 
complications and successes of vaginal mesh procedures, as well as the effect of surgeon experience, volume, 
and technique on outcomes. 

Neither native tissue nor vaginal mesh repairs have 100% success rates and neither is free of complications. 
Associated complications, including dyspareunia, vaginal shortening, and Injury to nearby organs, recurrence 
of prolapse, nerve injury, and bleeding can occur with any pelvic reconstructive surgical treatment, with or 
without mesh, whether it is conducted abdominally, vaginally, robotically or laparoscopically, No surgery is 
ever free of all risks and no surgeon, even the most experienced, operates without any complications. 

To further determine the risk/benefit ratio of vaginal mesh procedures, quality data are needed. More 
investigation is needed to explore the mechanisms, through bench research, that underlie the causes of POP; 
this research should include the effects and results of mesh in the vaginal walls and should evaluate the root 
causes of mesh erosion and shrinkage. AUGS and ACOG are supportive of the FDA’s cal! for better data 
upon which to determine whether or not mesh devices are a safe and effective adjunct device to treat 
vaginal proiapse. The estabtlshment of a mesh registry/ post-surveiilance database will be an 
important first step in this process . 

In addition, AUGS and ACOG encourage industry, researchers and providers to voluntarily begin 
comparative effectiveness trials with longer-term patient outcomes on previously-cleared, currently- 
avaiiabie devices. Recommendations for comparative effectiveness trials with patient centered outcomes are 
aligned with the AHRQ’s initiatives for development of comparative effectiveness research (CER) and the 
patient centered outcomes research institute (PCORI). 


In conclusion, ensuring patient safety, while still allowing for diagnostic and treatment innovations with an 
acceptable risk/benefit ratio, is our ultimate goal. We cannot achieve this without all stakeholders, including 
Congress, our regulatory agencies, health care professionals, and industry, taking an active role. Regarding 
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the use of transvaginai mesh for the treatment of POP, the establishment of a national mesh registry/ post- 
surveitlance database will be an Important firet step in this process . 

Thank you. 

For more information: Please contact Matthew Barber, MD, AUGS President at barberm2@ccf.orQ or (216) 
445-0439. 
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Postmarketing Surveillance of Medical Devices — 
Filling in the Gaps 

Frederic S. Resnic, M.D., and Sharon-Lise T. Normand, Ph.D. 


E 'J'ailiires of implantabie medical devices, although 
rare, can carry a substantial risk of serious in- 
jury. From 2000 through 2011, more than 150 new 
l:iigh-i:i.sk niedica! devices were approved by die 


Food and Drug Administration 
(FDA) through the premarket 
approval (know'n as PMA) pro- 
cess, and an additional 600 de- 
vices were cleared through the 
less demanding 510(k) process, 
in Four medical specialty areas 
(cardiovascular care, neurology, 
obstetrics and gynecology, and 
orthopedics; see graph). The 
problem that Hauser describes 
(10.1056/NFJMplll4695} — the 
erosion of the insulation in St. 
Jude Medical’s Riata leads for 
implantable cardioverter-defibril- 
lators ■ — highlights the fact that 
medical devices are complex as- 
semblies of multiple components, 
and the failure of any single com- 


ponent can lead to unexpected 
and serious safety problems. Be- 
cause it is impossible to design 
an implantable medical device 
with zero risk of failure, effec- 
tive systems for monitoring safe- 
ty after a device is on the market 
are essential for protecting the 
public health. Moreover, since 
incremental changes are made in 
medical devices throughout their 
life cycles, it is impractical to 
prospectively study each change 
comprehensively before market- 
ing. Balancing the need for ro- 
bust postmarketing safety moni- 
toring with the need to avoid 
the stifling of innovation is a 
prime responsibility of the Center 


for Devices and Radiological 
Health (CDRH) at the FDA. 

The FDA’vS safety-surveillance 
strategy has relied on physicians, 
health care institutions, manu- 
facturers, and patients to report 
medical device failures and com- 
plications through the Medical 
Device Reporting system. This 
system can identify unanticipated 
medical device failures and com- 
plications but requires extensive 
analytic review and has important 
limitations.^ Although the CDRH 
receives more than 100,000 re- 
ports annually, the proportion of 
medical device failures that are 
registered is estimated to be less 
than 0.5%; this low reporting rate 
greatly limits the information 
available regarding the balance 
of risk and health improvement 
associated with a given medical 
device.^ 

Several FDA initiatives have 
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Numbers of High-Risk (Class III) Medical Devices Approved or Cleared fay the FDA 
in Cardiovascular Care, Neurology, Obstetrics and Gynecology, and Orthopedics, 
2000 - 2011 . 

The proportion of class lit devices introduced through the 510(k} clearance pathway, 
which generally requires little clinical premarketing testing, has increased significantly 
during the past decade. Therefore, effective and efficient postmarketing surveillance 
has become ever more important. Data are from the FDA. 


been launched ro fill the gaps in 
the passive event-reporting sys- 
tem. In 2002, the CDRII estab- 
lished the Medical Product vSafe- 
ty Network, vvhich represents 
more than 300 health care insti- 
tutions that collaborate to iden- 
tify and investigate trends in de- 
vice failures and adverse events. 
In 2007, the FDA was given the 
regulatory authority to mandate 
follow-up safety studies after 
initial market approval (the Sec- 
tion 522 rule) — a change that 
improves the agency’s flexibility 
to inve.stigate potential safety 
concerns. In 2009. the FDA 
launched the Sentinel initiative, 
a program to integrate the elec- 
tronic health records of large, 
representative U.S. populations 
for postmarketing safety analy- 
si.s. However, despite great suc- 
cess in linking nearly 100 mil- 
lion claims-based health records, 
Sentinel projects have thus far 
focused only on medications — 
at least in part because of the 
very limited information about 
medical devices currently avail- 
able in billing claims data. 


In contrast to drugs, medical 
devices suffer from a major im- 
pediment to safety monitoring: 
the lack of unique device identi- 
fiers (UDIs). To address this lim- 
itation, the FDA Amendments Act 
of 2007 authorized the agency to 
develop a comprehensive UDI sys- 
tem, which is currently under 
review within the Office of Man- 
agement and Budget. As a UDI 
system is integrated with admin- 
istrative and claims databases, it 
will become possible to identify 
patients who have been exposed 
to specific devices. However, the 
complex interplay among device 
design, the procedural safety of 
implantation, the learning curve 
associated with medical devices, 
and the risks to individual pa- 
tients will continue to make it 
difficult to conduct effective and 
reliable safety surveillance using 
only billing data. 

There arc important opportu- 
nities to leverage large, disease- 
specific clinical registries for 
monitoring device safety. In many 
countries, such registries arc a 
mandatory component of the 
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health care system and required 
for all implantations of high-risk 
devices. In the United States, 
there is no national system ro 
ensure that registries exist for 
high-risk medical devices. Never- 
theless, several nonprofit profes- 
sional medical organizations in 
the United Stares have recognized 
the critical need for medical de- 
vice registries and have spear- 
headed their development in an 
effort to monitor and improve the 
quality of care. The American 
College of Cardiology, in conjunc- 
tion with several partner organi- 
zations, has established detailed 
clinical registries covering many 
high-risk cardiovascular devices, 
including coronary stents, im- 
plantable defibrillators, and de- 
fibrillator leads, which together 
contain information on approxi- 
mately 4 million implantation 
procedures. The recently devel- 
oped transcatheter heart-valve 
registry will provide early post- 
marketing information about the 
safety of this revolutionary treat- 
ment for patients with high-risk 
aortic-valve stenosis. Clinical reg- 
istries in cardiac surgery already 
exist, and newer efforts by pro- 
fessional societies related to 
orthopedics, ophthalmology, and 
other fields are under way. 

Perhaps the most successful 
example of a coordinated effort to 
study newly introduced devices 
has been the Interagency Registry 
for Mechanically Assisted Circu- 
latory Support (INTERMACS), es- 
tablished to capture detailed clin- 
ical data on all patients receiving 
implantable ventricular assist 
pumps in the United Stares. Its 
success is related to the require- 
ment by the Centers for Medicare 
and Medicaid Services (CMS) 
that patient information be en- 
tered into an audited national 
registry as a condition of reim- 
bursement. INTF.RMACS now 
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serves as a ready infrastructure to 
support the postapproval study 
of every new generation of me- 
chanical cardiac support device, 
saving manufacturers substantial 
time and resources that they 
would otherwise have to invest in 
establishing new systems of data 
collection, auditing, and analysis.^ 

Creating and maintaining 
these detailed clinical registries 
is challenging and expensive. 
Many registries are supported by 
voluntary submissions from 
health care providers, so hospitals 
must bear the costs of collecting 
and submitting information. 
Emerging standards for elec- 
tronic health records, including 
“meaningful use” regulations, 
will provide unprecedented op- 
portunities for securely mapping 
clinical information to distrib- 
uted clinical registries. 

But having reliable and com- 
plete clinical data is not enough. 
The development of sound meth- 
ods and practical tools for mon- 
itoring safety over a product’s life 
cycle is essential. We have advo- 
cated a strategy of automated 
prospective surveillance of high- 
risk implantable devices, using 
database monitoring tools to sup- 
port continuous surveillance of 
clinical registries.** Such tools are 
capable of monitoring hundreds 
of high-risk medical devices si- 
multaneously, to maximize effi- 
ciency in detecting unrecognized 
safety problems. Automated sur- 
veillance systems constantly 
watch a growing database of 
clinical experience and trigger 
an alert when the rate of a de- 


vice failure or complication rises 
above threshold levels. Automat- 
ed monitoring tools must incor- 
porate the best available statisti- 
cal methods to account for the 
complexity of the surveillance of 
device safety, including risk dif- 
ferences among patients, effects 
of physicians’ learning curves, 
and interactions between the de- 
vice and medications; they must 
also balance specificity and sen- 
sitivity in the detection of safety 
signals to permit efficient epide- 
miologic exploration of such 
alerts. 

The complexity of device-safety 
surveillance requires the use of 
complementary approaches in an 
organized, prospective strategy. 
A comprehensive national safety 
surveillance system must include 
several key elements, beginning 
with the adoption of the proposed 
UDI system. We recommend ex- 
pedited review and finalization 
of the UDI rule to permit imple- 
mentation as soon as possible. 
Next, the FDA, together with the 
CMS, should require that de- 
tailed information regarding the 
use of high-risk devices and clin- 
ical outcomes be submitted to 
selected national registries oper- 
ated by independent academic or 
professional medical organiza- 
tions. We recommend that the 
FDA retain full rights of access 
to the data for additional analysis 
as needed. Third, the FDA should 
redirect a portion of the resourc- 
es currently spent by the medical 
device industry on underpowered 
condition-of^approval studies to 
support the national device-safety 


registries. Fourth, automated 
safety-surveillance tools should 
be applied to device registries to 
prospectively monitor for the 
most severe and the most com- 
mon device failures and compli- 
cations. Finally, methods for 
linking information across pre- 
marketing studies, the new reg- 
istries. and existing FDA surveil- 
lance systems to provide valid 
safety estimates require further 
development. 

Complementing existing event- 
reporting systems with enhanced 
prospective surveillance of high- 
quality registries will permit the 
FDA to efficiently monitor the 
safety of increasingly complex 
and widely used medical devices. 
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are available with the full text of this arti- 
cle at NEJM.org. 

From the Cardiovascular Division, Brigham 
and Women’s Hospital (F.S.R.); the Depart- 
ment of Health Care Policy, Harvard Medi- 
cal School (S.-L.T.N.): and the Department 
of Biostatistics, Harvard School of Public 
Health (S.-L.T.N.} — all in Boston. 

This article (10.1056/NEJMplll4865) was 
published on February 14, 2oi2, at NEJM.org. 

1. Nortnand S-L, Marinac-Dabic D, Sedrak- 
yan A, Kaczmarck R. Rethinking analytical 
strategies for surveillance of medical devic- 
es: the case of hip arthroplasty. Med Care 
2010;48:Suppf:S58-S67. 

2. Gross TP, Kessler LG. Medical device vigi- 
lance at FDA, Stud Health Technol Inform 
1996;28;17-24. 

3. Miller MA. Uiisney K, Baldwin JT, 
INTERMACS (Interagency Registry for Me- 
chanically Assisted Circulatory Support): a 
new paradigm for translating registry data 
into clinical practice. J Am Coll Cardiol 
2010;56:738-40, 

4 . Resnic FS, Gross TP. Marinac-Dabic D, et 
at. Automated surveillance to detect post- 
procedure safety signals of approved cardio- 
vascular devices. JAMA 2010,304:2019-27. 

CopytigH © 2012 Massachusetts Mf.d'cal Socfsly. 


JO.TOS6/NEJMplll486S NEIM.ORG 


3 


The New England Journal of Medicine 

Downloaded from nejm.org by KAREN RILEY on February 14, 2012. For pereonal use only. No other uses without permission. 
From the NEJM Archive. Copyright © 2010 -Massachusetts Medical Society. Ail rights reserved. 



214 


i n,^ NEW ENGLAND JOURNAL a/MEDIClNE 


HEALTH LAW, ETHICS, ANO HUMAN RIGHTS 


Regulation of Medical Devices in the United States 
and European Union 

Dsrne! B. Kranicr, M.D,. Shuai Xu, M.Sc., and Aaron S. Kesselheim. M.D., J.D., M.P.H 


Millions of patients worldwide depend on an ever- 
widening array of medical devicCvS for the diag- 
nosis and management of disease. In the United 
States, the Food and Drug Administration (FDA) 
requires manufacturers of high-risk devices such 
as heart valves and intraocular lens implants to 
demonstrate safety and effectiveness before the 
devices can be marketed. However, some policy- 
makers and device manufacturers have character- 
ized U.S. device regulation as slow, risk-averse, 
and expensive.^’^ Other experts, such as those at 
the Institute of Medicine, have suggested that cur- 
rent premarketing procedures may not be com- 
prehensive enough and may be particularly dan- 
gerous for devices that have been cleared by the 
FDA on the basis of substantial similarity to an 
already marketed device.^ 

A frequent point of comparison for device reg- 
ulation in the United States is regulation in the 
European Union.**"^ Reports suggest that Europe- 
an patients have access to some high-risk medi- 
cal devices, such as coronary stents and replace- 
ment joints, earlier than American patients. This 
system has been touted as being better for pa- 
tient care,’ as well as supporting good-paying 
jobs and a positive trade balance.® However, the 
E.U. system has drawn criticism for conflicts of 
interest in its evaluation process, and a recent 
recall of a popular silicone breast implant that 
was approved only in the European Union has 
reinforced European concerns about the clinical 
evaluation of high-risk devices. 

As policymakers in the United States and Eu- 
rope weigh these critiques, it is an opportune 
time to compare the two systems and consider 
what evidence exists on the performance of each 
device-approval ^system. 


APPROVAL SYSTEMS FOR MEDICAL 
DEVICES 

UNITED STATES 

The Medical Device Amendments of 1976 gave 
the FDA primary authority to regulate medical 
devices and required the FDA to obtain “reason- 
able assurance of safety and effectiveness” before 
marketing.” This legislation has been updated 
several times, including the Medical Device User 
Fee and Modernization Act of 2002, which estab- 
lished sponsor user fees for application reviews 
and set performance targets for review times.” 

Each device type is assigned by the FDA into 
one of three regulatory classes on the basis of its 
risk and the evaluation necessary to demonstrate 
safety and effectiveness.^’''^* Most class I devices 
(c.g., stethoscopes) are low-risk and subject only 
to “general controls,” such as tests of sterility. 
Class 11 devices (e.g., computed tomographic 
scanners) meet genera) controls as well as “spe- 
cial controls,” such as additional labeling require- 
ments. These moderate-risk devices generally 
pass through the 510(k) review pathway, which 
refers to the section of the Food, Drug, and Cos- 
metic Act dealing with premarket notification. 
In this process, the FDA and the manufacturer 
rely on similarities between the device at issue 
and a previously cleared device. If a- manufac- 
turer can show that its device is “substantially 
equivalent,” additional clinical data are usually 
not required, although requirements for perfor- 
mance standards and postmarketing surveillance 
may be imposed. Class III products (e.g., deep- 
brain stimulators and implantable cardioverter- 
defibrillators) require clinical studies evaluating 
the safety and effectiveness of the device, called a 
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Premarket Approval (PMA) application^^ How- 
ever, class 111 devices that arise from changes to 
previously PMA-approved devices may not need 
additional clinical studiesP*'^’ In addition, some 
older class III devices for which the FDA has not 
specifically called for PMAs can receive clearance 
through the 510(k) pathway.^’ Devices that treat 
rare disorders (fewer than 4000 patients annu- 
ally) may receive a Humanitarian Device Exemp- 
tion and be approved on the basis of “probable” 
benefits, a more flexible standard that recog- 
nizes the difficulty of studying patient popula- 
tions with small numbers and limited treatment 
options.^® 

Sites where cleared or approved devices are 
used must report related serious adveree events 
to the FDA and the manufacturer.^*’” These re- 
ports are stored in a searchable, publicly avail- 
able database called Manufacturer and User Fa- 
cility Device Experience. In addition, the FDA 
may conduct inspections, require manufacturers 
of high-risk devices to conduct postapproval 
studies, and initiate recalls. 

EUROPEAN UNION 

Until the 1990s, each country had its own ap- 
proach to device evaluation.* To regulate an un- 
even and complex market, E.U. directives that 
outlined requirements under which a medical 
device (as well as other commercial goods) could 
be marketed across all E.U. member states after 
earning a Conformite Europeenne (CE) mark in 
any one member country.*®’” These directives 
categorize devices into four classes (I, Ila, Ilb, 
and HI) on the basis of increasing risks associ- 
ated with their intended use.*^’** 

Device approval in each E.U. country is over- 
seen by a governmental body called a Competent 
Authority, such as the Medicines and Healthcare 
Products Regulatory Agency in the United King- 
dom and the French Agency for the Safety of 
Health Products. The lowest-risk devices are de- 
clared to the Competent Authority, which may 
conduct inspections to confirm manufacturing 
standards and review the technical file for the 
device. Approval for more complex devices is di- 
rectly handled by Notified Bodies, independent 
companies that specialize in evaluating many 
products, including medical devices, for CE 
marks and are designated by Competent Authori- 
ties to cover certain types of devices. First, a 
manufacturer of a device selects a properly des- 


ignated Notified Body in a country of the manu- 
facturer’s choosing. For approval by a Notified 
Body, devices arc subject to performance and re- 
liability testing linked to the risks of their in- 
tended use.” For most devices, the standard is 
met if the device successfully performs as in- 
tended in a manner in which benefits outweigh 
expected risks.*®’*'* The specific requirements 
for premarketing clinical studies are vague, and 
details of trials are typically not made available 
to the public. Although clinical data are required 
for high-risk devices, guidelines for the nature of 
these studies are not binding on manufacturers 
or Notified Bodies.*® 

In the postmarketing phase, manufacturers 
are required to report all serious adverse events 
to the Competent Authorities. Since 1998, each 
Competent Authority (but not the public) has had 
access to the European Databank on Medical De- 
vices (EUDAMED). This database stores informa- 
tion on manufacturers, data related to approvals 
and clinical studies, and details on postmarket 
events. Manufacturers have been required to di- 
rectly report events to EUDAMED since May 
2011. However, coordination and analysis of 
postmarketing reports are highly variable, and 
EUDAMED has limited utility even to Competent 
Authorities. A few E.U. member states provide 
the majority of adverse-event reports and field- 
safety notices, which are public notifications of 
device-related safety concerns.®* In 2004, the 
guidelines published by the European Commis- 
sion urged manufecturers to include both general 
and device-specific follow-up as part of their 
quality-assurance programs.” These programs, 
which the guidance document suggests might in- 
clude registries or more formal prospective post- 
marketing studies, are left to the discretion of 
manufacturers. 

PROMINENT DIFFERENCES BETWEEN 
THE SYSTEMS 


MANDATE 

Emerging from a public outcry over adverse 
events, the FDA was given a mandate to provide 
reasonable assurance of the safety and effective- 
ness of medical devices®*'-*® (Table 1). Thus, the 
FDA may consider the severity of the disease and 
available alternatives when evaluating high-risk 
devices. For example, a new system for catheter 
ablation of atrial fibrillation, which had been 
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Table 1. Prominent Points of Comparison between the United States and European Union for Approval of Medical Devices.* 

System Feature 

United States 

European Union 

Potential Implications 

Mandate 

Oversight of public health 

Device safety (overseen through 
Competent Authorities), device 
approval (through Notified 

Bodies), and facilitation of trade 

May influence dealings with industry 
clients, and attention paid to bal- 
ance between effectiveness and 
risk of safety concerns 

Centralization 

Oversight of all device regulation by 
the FDA 

Dirertives outline processes carried 
out by Competent Authorities 
and Notified Bodies 

Standardization and coordination of 
premarketing and postmarketing 
evaluation are theoretically sim- 
pler and easier to enforce in the 
United States 

Data requirements 

Reasonable assurance of safety and 
effectiveness for approval of high- 
risk devices, "substantial equiva- 
lence’’ for 510(k} clearance 

Generally performance-based analy- 
sis, requiring proof that device 
works as intended 

E.U. assessment made by manufac- 
turers and Notified Bodies; pro- 
vides less insight into clinical 
end points for high-risk devices 

Transparency 

Proprietary limits with public reporting 
of premarketing review of ap- 
proved devices, recalls, and 
adverse events 

Review of Notified Bodies not made 
public; postmarketing data 
shared among Competent 
Authorities but not with the public 

Greater public access to evidence in 
the United States 

Funding 

Combination of federal appropriations 
(80%) and user fees {<20%) 

Funding of Competent Authorities 
variable among countries; 

Notified Bodies paid directly 
by sponsors 

Notified Bodies may be vulnerable to 
conflict ofinterestwith industry 
client; the FDA may be influ- 
enced by changes in federal 
funding and political climate 

Access 

Clinical premarketing testing of high- 
risk devices delays patient access 
to these devices (no differences for 
low- and moderate-risk devices) 

E.U. patients may have access to 
certain high-risk devices sooner 
than in the United States, subject 
to limitations by payers 

E.U. patients have faster access to 
certain devices, but these prod- 
ucts are marketed with less rigor- 
ous proof of effectiveness and 
may have a greater chance of 
later-identified adverse events 


* FDA denotes Food and Drug Administration, 


marketed in the European Union since 2006 on 
the basis of pilot data, was presented to the FDA 
in 2011 on the basis of a clinical trial involving 
210 patients.^* An FDA advisory pane! recommend- 
ed against approval owing to safety questions 
raised by the study, the existence of established 
alternatives, and the fact that the treatment large- 
ly targeted quality of life rather than survival. 

By contrast, the E,U. system is part of a frame- 
work for commerce, which originated as a means 
of streamlining trade and coordinating manu- 
facturing, safety, and environmental standards 
within the European Notified Bodies 

are not designed to work as public health agen- 
cies. The most important public health role in the 
system is played by Competent Authorities, which 
primarily oversee device safety, although the com- 
position, funding, and responsibilities of Com- 
petent Authorities vary widely among member 
states. These features in part explain why proof 
that the device works as intended may be suffi- 
cient to permit marketing of even high-risk 


medical devices.^^ For example, a distal protec- 
tion system for coronary-artery interventions re- 
ceived a CE mark after a single-group study involv- 
ing 22 subjects showed that the device worked as 
intended.^^'^® In the United States, FDA approval 
came several years later on the basis of a ran- 
domized study involving 800 subjects, in which 
a clinical end point of major adverse cardiac 
events was used.®® 

CENTRALIZATION 

Central coordination in the United States allows 
postmarket phenomena in one generation of de- 
vices to inform later applications and study de- 
signs. For example, specific criteria for trial design 
and end points have been developed to standard- 
ize the development of artificial heart valves’**® 
and devices to treat congenital heart disease.'*^ '*^ 
These criteria also informed novel methods and 
statistical approaches to studying devices.'*® A 
central registration system also provides publicly 
searchable listings and databases of adverse events 
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and postmarketing reports, which are useful to 510(k) pathway^® although the FDA has a stated 
independent researchers evaluating specific de- goal of correcting these cases by the end of 2012.^'“ 
vices. Studies in the European Union regarding the pre- 
Directives and guidance documents provide an maricet features of devices that are subject to re- 
overview of the evaluation process in the Euro- calls have proved impossible to conduct.®^ 
pean Union, but the system defers significant 
authority to Competent Authorities and even more transparency 

CO nongovernmental Notified Bodies. Though in- The FDA has several mechanisms for making its 
dividual Notified Bodies may be motivated to pro- decision-making process accessible, even though 
vide a predictable and streamlined approach to much of a sponsor's application for a new device 
attract customers, there may be inconsistency in may remain proprietary. Open presentations to 
the process for approving similar devices among advisory committees describe particularly novel, 
Notified Bodies.'^^ Such differences in interpret- complex, or high-risk devices, and committee pan- 
ing and applying European directives may allow elists can publish their views.^® ®^ At the time of 
manufacturers to identify the most conducive path approval of high-risk devices, a “Summary of Safe- 
tovvard earning the CE mark. Decentralization ty and Effectiveness Data” provides the justifica- 
also hinders collection and analysis of safety data tion for approval as well as discussion of adverse 
and does not aggregate large numbers of patients events. Public postmarket data have been used in 
to help identify potential rare but life-threatening the United States to quantify the risks for sev- 
adverse events. eral devices, including implantable cardioverter- 

defibrillator leads'** and generators'”’® and cardiac 
DATA REQUIREMENTS septal'closure devices.** In contrast, in the Euro- 

In the United States and the European Union, data pcan Union, Notified Bodies have no obligation 
requirements for high-risk devices can differ sub- to publish their decision-making process or the 
stantially. For example, a device for left atrial ap- evidence provided by spon-sors.®'*^'*^^ 
pendage exclusion for prevention of stroke in 
atrial fibrillation received a CE mark in 2009 on funding 

the basis of pilot data but was rejected by the In the United States, user fees account for less 
FDA on the basis of safety concerns, including pro- than 20% of the budget for the medical-device 
cedural complications and high rates of stroke, approval process, and the government supplies 
emerging from a 700-patient study conducted as the remainder.^ Relying on centralized funding 
part of a PMA.**''*^ Notably, researchers have crit- subjects the FDA to resource limitations, partic- 
icized the data chat have been collected in some ularly in postmarketing surveillance.*’**** How- 
PMAs.**>” One group showed that about two ever, public funding also promotes the indepen- 
thirds of the PMA applications were approved on dence of regulators. In the European Union, the 
the basis of a single study and that trials were funding of Competent Authorities varies with dif- 
rarely randomized or blinded.” Trials may lack ferent combinations of public support and fees 
sufficient representation of women” and have levied on manufacturers or Notified Bodies, and 
inconsistencies in the way they report data.** this variability may exacerbate differences among 
Differences in data requirements between the the resources focused on device safety in each 
United States and the European Union are less country. The system of Notified Bodies is for- 
stark for devices that do not require a PMA. De- profit, with funds derived from the review fees, 
vices that are cleared through the 510(k} process This sets up a dynamic in which Notified Bodies 
in the United States generally do not require din- view manufacturers as clients or customers and 
ical trials, which remains a point of substantial compete with one another for business. As one 
controversy. For example, one study investigating Notified Body writes in its advertising brochure, 
a cohort of high-risk recalls in the United States “Our aim is to provide a high quality, fast, reliable 
showed that 71% of such devices had previously and stress-free service to meet your deadlines.”** 
been cleared through the 510(k) process and an- 
other 7% had been exempt from review.” In am access 

other report, approximately 25% of high-risk de- Patients in the European Union have access to 
vice submissions during a 4-year period were some new, complex technologies earlier than pa- 
found to be inappropriately evaluated through the tients in the United States (in some cases, sev- 
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era! years earlier), though precise estimates vary 
among reports. The timing of approval of 
low- and moderate-risk devices, which account 
for more than 95% of devices reviewed by the 
FDA, is generally equivalent.*^^ For devices in which 
clinical data ultimately prove favorable, E.U. pa- 
tients will have enjoyed these options before 
similar patients in the United States. For exam- 
ple, two devices for transcatheter aortic-valve im- 
plantation (TAVI) have had CE marks since 
2007.*^ Later, in a study involving patients with 
inoperable severe aortic stenosis, TAVI was 
shown to reduce mortality in absolute terms by 
20 percentage points at 1 year, as compared with 
standard therapy, with a favorable effect on 
quality of On the basis of these data, the 
FDA approved one TAVI model in late 2011. In 
the United States, truly new bur high-risk devic- 
es may be available at an early stage only through 
a humanitarian exception or as part of a clinical 
trial, and in both cases conditions of use include 
oversight by institutional review boards and typ- 
ically postapproval studies evaluating outcomes. 

However, differences in timing are related to 
the need in the United States to conduct clinical 
trials for high-risk devices. Although E.U. pa- 
tients may have earlier access to some devices, 
they also face the risk chat subsequent studies 
will show no benefit to the new device or reveal 
important harms from adverse events that did 
not emerge from the premarket review. For ex- 
ample, the PleuraSeal Lung Sealant System for 
the treatment of air leaks after pulmonary re- 
section was approved for the E.U. market from 
2007 through 2011 but was withdrawn after an 
FDA-required study showed a higher complica- 
tion rate than with standard care.^^ Approval of 
a device in the European Union does not neces- 
sarily guarantee earlier access for patients, since 
insurance coverage and payers’ decisions vary 
widely.’^ 


RECOMMENDATIONS 


This review of device approval in the United 
States and Europe shows that both systems are 
facing problems requiring policy changes. Much 
attention has been focused on the time to ap- 
proval and regulatory barriers in the United 
States,'^^ but we found numerous examples of 
high-risk devices that were first approved in the 
European Union but showed no benefit or dem- 
onstrated substantia! safety risk in subsequent 


testing. There is some irony in criticizing the 
FDA for delayed approval of technology, such as 
TAVI, in which the effectiveness has been shown 
only in the studies performed to meet the FDA’s 
safety and effectiveness requirements. One essen- 
tial question that remains unanswered is wheth- 
er speedier access to some newer technologies in 
the European Union has improved public health. 
Or does the more deliberative posture taken for 
some high-risk devices by the FDA better serve 
patients overall? Certainly, swifter approval helps 
generate revenue for manufacturers, and physi- 
cians may benefit from having more tools at their 
disposal. But the primary goal of bringing new 
devices to market should be to improve the treat- 
ment of specific diseases, and no current studies 
address this outcome. 

The few studies that have evaluated the per- 
formance of regulatory systems have relied on 
unconvincing outcomes such as recall rates. Be- 
cause recalls require a number of unpredictable 
steps (including device-malfunction recognition, 
reporting, aggregation with other events, and reg- 
ulatory action), low rates of recalls do not show 
an optimally functioning system, and high rates 
do not necessarily translate into patient harm or 
identify regulatory Daws. 

One way to address unresolved questions 
about the effectiveness of the two approaches to 
device regulation would be to perform more 
comparative-effectiveness studies of device tech- 
nology or disease management in which outcomes 
with new therapeutics could be compared with 
alternative approaches or devices. Yet the FDA and 
Competent Authorities have limited power to re- 
quire these sorts of studies. Comparative technol- 
ogy assessment in the European Union is cur- 
rently handled by other government bodies or 
private organizations in an unsystematic manner, 
whereas policymakers’ attention to comparative- 
effectiveness research for devices in the United 
States remains in its infancy. More government 
resources in the two settings need to be applied 
to address both the effectiveness and -cost-effec- 
tiveness of new device technology. 

In our view, the greatest challenge facing U.S. 
device regulation is the evaluation of high-risk 
devices through pathways intended for lower-risk 
devices, such as the 510(k) process. Although it 
is worrisome that many PMA approvals in the 
United States result from unblinded studies or 
other features of high-quality clinical trials, these 
study elements may be impossible in trials of 
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some of the highest-risk implantable devices. In 
such cases, one solution is reliance on postmar- 
ket surveillance to ensure that devices are closely 
monitored when they are approved, perhaps with 
automatic review of clinical experiences after a 
period of years to ensure that the devices are 
operating as intended and producing the expected 
benefits. However, calls for more drastic increas- 
es in requirements or the adoption of a more 
lenient and outsourced “European” system lack 
any legitimate empirical basis in the literature. 

By contrast, the E.U. system may be improved 
with better coordination and centralization to 
ensure consistent interpretation of directives at 
the level of a Notified Body and to assist under- 
staffed Competent Authorities in monitoring de- 
vice safety. Key problems in the European Union 
are the near-total lack of empirical evidence re- 
garding the performance of its system and the 
lack of public access to either premarket or post- 
market data. Data transparency also promotes 
improved knowledge about device performance 
and would facilitate more precise comparisons 
of regulatory decisions among regions. Adopting 
these characteristics would promote more rapid 
identification of postmarket safety signals and 
allow for a coordinated response to adverse events, 
as has been possible at times in the United States. 


CONCLUSIONS 


vSystems for approving new medical devices must 
provide pathways to market for important inno- 
vations while also ensuring that patients are ad- 
equately protected. To achieve these goals, the 
United States and European Union use a combi- 
nation of premarket testing and postmarket vig- 
ilance but with some marked contrasts in their 
approaches. Features of both environments re- 
quire reform, as well as continuing research to 
assess policy changes. 
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Mr. Pitts. That concludes the second panel. I would like to 
thank the witnesses and memhers for participating in today’s hear- 
ing. I remind the memhers that they have 10 business days to sub- 
mit questions for the record, and I ask the witnesses to respond 
promptly to the questions. Members should submit their questions 
by the close of business on Thursday, March 1. Without objection, 
the subcommittee is adjourned. 

[Whereupon, at 1:57 p.m., the subcommittee was adjourned.] 
[Material submitted for inclusion in the record follows:] 
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Chairman Fred Upton 
Subcommittee on Health Hearing 
Wednesday, February 15, 2012 

(As Prepared for Delivery) 


Encouraging a well-run FDA and promoting innovation has been a focal point of the 
Energy and Commerce Committee. During this Congress, the committee has held three hearings 
and hosted a jobs forum where we heard from entrepreneurs, inventors, and small business 
owners in the medical device industry. Directly and indirectly, these businesses employ about 2 
million people. In my home state of Michigan, the medical device industry — ted by great 
American companies such as Stryker — employs approximately 9,000 people. However, these 
companies told the committee that the lack of predictability at FDA is forcing American 
companies to move jobs to Europe. 

The lack of predictability is also harming American patients. Last July, Marti Conger 
testified before our committee that she had to deplete her life savings and travel to England to 
benefit from a device developed and manufactured by a company located forty miles from her 
house in California. 

To address these concerns, members of the committee and a medical device champion on 
the Ways and Means Committee, Congressman Paulsen, introduced legislation designed to bring 
predictability, consistency, and transparency to FDA regulation. 

Ultimately, the goal of these reforms is to save patients, promote innovation, and create 
jobs without sacrificing quality or safety. A goal that, I believe, is bipartisan and consistent with 
the goal of Commissioner Hamburg and the FDA. 

Finally, I understand that FDA and the device industry have come to a proposed user fee 
agreement. That is welcome news, but, in order for the committee to complete its work on the 
user fees on schedule, we need to get the proposed user fee agreement as soon as possible. I ask 
FDA and the administration to do all that they can to make that happen. 
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COMMITTEE ON ENERGY AND COMMERCE 
2125 Rayburn House Office Building 
WASiiiNcnoN, DC 20515 -6115 


Aprils 2012 


Dr. .IcITrcy [;, Shiircn 
Direcior 

('enter for Dcviecsanii Rtufiologicul Health 
I ',S. Food and Drug Adininislratitni 
1(,I0()3 Nlon Hain[)shire Avenue 
\V()66-5-J29 

SiK'cr Spring. Ml.) 2U903 


Dear Dr, Shiiren: 

Tliank you Ibi' iippearing before the Subcoininitfoe on I Icallh hearing entitled "Reaiithorization of 
MDUt'A; What It Means for Jobs. Innovation and Patients" on I'cbruary 15, 2012, 

Ptirsiuini to the Rules ofthe Coinniiiice on Ivncrgy and Coinntercc, the hearing record remains 
open for 10 btisiness days to permit Members to .submit additional questions to vvitncssc.s, which aic 
attached, The Ibrmal of your responses to these questions should be as follows: ( i ) Ihe name ofthe 
Menil)ei' who.se question you arc addressing. (3) the complete text ofthe question \'ou are fiddressing in 
bold, and (3) your answer U> that question in plain le.xt. 

To lacilitatc the prititing ofthe hearing record, please e-mail >our responses, in Word or PDF 
format, to carh ,mc\N ill)am s'»>m ail.h ou.se .uo\- by the close of liu.siness on Tuesday, April 1 7, 20! 2. 


Thank j ou again for your litnc and clToit preparing and delivering testimony before the 
Suhcommilteo. 


Sincerely, 



Chairman 

Subcommiltee on 1 leaith 


cc: 'file Honorable I'rank ikallone. Jr.. Ranking Member, Sulx:ommitlec on Health 


Attachment 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


Food and Drug Administration 
Sliver Spring, MD 20993 


The Flonorable Joseph R. Pitts 

Chairman OCT 1 8 2012 

Subcommittee on Health 

Committee on Energy and Commerce 

House of Representatives 

Washington- D.C. 20515-6115 

Dear Mr. Chairman: 

Thank you for providing the opportunity for the Food and Drug Administration (FDA or the 
Agency) to testify at the February 15, 2012, hearing before the Subcommittee on Health, 
Committee on Energy and Commerce, entitled “Reauthorization of MDUFA; What It Means 
for Jobs, Innovation and Patients.” This letter provides responses for the record to qucslion.s 
posed by certain Members of the Subcommittee, which we received on April 4, 2012. 

If you have ftulher questions, please let us know. 


Sincerely, 

Jeanne Ireland 
Associate Commissioner 
for Legislation 


cc: The Honorable Frank Pallonc, Jr. 

Ranking Member 
Subcommittee on Health 
Committee on Energy and Commerce 
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Page 2 - The Honorable Joseph R. Pitts 


We hat e restated each Member's questions below in bold, followed by our responses. 

The Honorable Joe Barton 


I. Dr. Shuren testified that he feels real world use of a device is “critically important” 
to device evaluation. At the February 10, 2012 Neurological Devices Panel meeting, 
the Petitioner manufacturers of Cranial Electrotherapy Stimulation (CES) devices 
provided CDRH and the Panel with testimony and letters from many practitioners 
who use the devices w ithin their field of expertise, including military practitioners 
who use the device in their practices, but CDRH discounted all such information 
provided as “anecdotal.” For a device that has been on the market, legally cleared 
by FDA, for over ,i0 years, how can the opinions and findings of those in the field be 
so grossly discounted and overlooked, and treated as absolutely meaningless yet a 
Panel be treated as “experts” on the subject while none of them have had any prior 
dealings with CES? Should data and survey information collected by a company 
who has had a device on the market for over 30 years be considered by CDRH 
when determining a device’s safety and effectiveness? 

The Food and Drug Admiiiistration's (FDA or the Agency) February !0, 2012, Neurological 
Devices Advi.sory Panel meeting w'as held to discuss, and make recommendations regarding, 
the possible reclassification of Cranial Electrotherapy Stimulator (CES) devices. The issues 
you raise about this meeting have been raised in three Citizen Petitions,' which FDA is 
currently reviewing. It is, tliercforc, premature for the Agency to address your specific 
questions prior to responding to the Citizen Petitions. 

FDA's advisory committees play an essential role in the protection and promotion of public 
health by providing independent expert advice and recommendations to the Agency on 
scientific, technical, and policy matters related to human and animal drugs, biological 
products, medical devices, foods, and tobacco products.' Advisory committees enhance 
FD.A's ability to protect and promote public health by ensuring that FDA has access to such 
advice through the public heai'ing process as provided in exi.sting laws and regulations. 


' See Docke! No. FDy\-20 1 2-P-0260. “Request that the (“Commissioner'') investigate actions taken by the 
Center for Devices and Radiological Health (“CDRH'') related to the .August 8, 2011, proposed rule." available 
at 


hun:Omnvjc'^uUnious.sny/ii:diidii:iPchjiUdcr FR';f,252BFR°„252BN%^53HO'‘,,2>2BSR:rpp- '>5:po- 0:Lh>F 
/.>A-2uU~F- d26(K Docket No. FD.'\-2012-P-0270, “Petition Concerning Actions as They Pertain to Conduct of 
The Neurological Review Panel Held Febniary 10, 2012, Regarding the Redas.sificalion for the Cranial 
Electrotherapy Sumulator," available at 

hiipp/ ninv i cpulatioip gijvA!!rhcl:e!neHnl;ilc{=^FR%252BPR%2;2RN“„252H()'\,252SSRppp -=2xpo -n:D 
DA-201 2-P- (12^0: Docket No. FD.A-2012-P-0403. “Request to Reela.ssify Cranial Electrotherapy Stimulator 
From Clas.s III to Class 11,” available at 

hiipoinm ivgii/aO(iiKiinv/ii’d,KkeiDi:-iLid:dc:i^FR‘’o2i2fiPR-'o2}2BN<D252ISO"„222Bi;R:ipp-^2}:pn = 0:l) F 

DADOU P-II1V3. 

■ FD.A's regulations governing advisory committees are in Title 21, Part 14 of the Codo of Federal Revdutinm 
(21 CFRPart 14), 
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Although advisory committees provide recommendations to FDA, FDA makes the final 
decisions on any matters considered by an advisory committee. ’ 

The primary vole of an advisory committee is to provide independent advice that will 
contribute to the quality of the Agency's regulatory decision-making and lend credibility to 
the product review ]nocess. In this way, FD.A can make sound decisions about new' medical 
products and other public health issues. 

FD.A encourages participation from all public stakeholders in its dccision-inaking processes. 
Every advisory committee meeting includes an open public hearing session, during which 
interested persons may present relevant infonnation or view's orally or in writing. To ensure 
tlic transparency and impartiality of the committee process, FDA advisory committees are 
governed both by the Federal Advisory Committee Act and Agency-established regulations."* 

Membership in FD.A advisory committees is balanced fairly in terms of the points of view 
represented in light of the functions to be perfonued. Although proportional representation is 
not requiied, advisory committee members are selected without regard to race, color, 
national origin, religion, age, or sex.' FDA also insists on getting industry and public 
perspectives, and nearly all advisory committees include industry and consumer 
representation. Industry representatives address global concerns for industry. Consumers 
are represented on advisory committees by technically qualified professionals who have 
specific links w'ith consumer advocacy groups. In addition, some FDA advisory committees 
include patient representatives. The.se individuals piescnt "real world" concerns of the 
patient who is to be the potential recipient of the new medical product. 

Advisory committees typically are asked to comment on whether adequate data support 
approval, clearance, or licensing ot a medical product for marketing. Advisory committees 
also may recommend that FDA request additional studies or suggest changes to a product’s 
labeling. Their recommendations are just that — advice — and do not bind FDA to any 
decision. While advisory committee discussions and final votes are very important to the 
Agency, the final regulatory decision re.sts with FD.A.*’ 

In accordance with section ,315 of the Federal Food, Drug, and Cosmetic Act (FD&C Act), 
on August 8, 2011, FDA issued a proposed rule in the Federal RegisteF to require the filing 
of a premarket approval (PMA) or a notice of completion of a product development protocol 
(PDF) for C'ES devicc.s. In the proposed rule, tlie Agency summarized its findings regarding 
the degree of risk of illness or injury designed to be eliminated or reduced by requiring this 
device to meet the statute’s approval requirements and tlie benefits to the public from use of 


’ See 2 1 CFR 14.5(b), providing th.at FDA "has sole discretion cunteming action to be taken and poliev to be 
expressed on any matter eonsidered by an advisorv committee." 

■*306 21 CFR Part 14. 

'See 21 CFR 14,40(11{2). 

';Sec21 CFR 14.5(b). 

' FDA, "Proposed Rule: Effective Date of Requirement for Premarket Approval for Cranial Fllectrotherapy 
Stimulator," Docket No. FDA-201 l-N-0504. 76 Fal. Rcj;. 48062 (Aug. 8, 2011 ). available at 

dvL'>-onFoNuniai'es/Commi[!ocsMccnn;FFoii'n(i!},/:\-tt’(lii a I Oi'-r ICC 
v/ces !i/rle,,vi ( u!fU7iflU'c/Fi-tn oiogicalDey-ici',^'Fanc!/UCM2907,SS.pdf. 
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the device. In addition, FDA announced the opftortunity for interested persons to request 
that the .Agency change the classification of CES devices based on new information, and 
invited interested persons to .submit comments to the docket for review. In response, FD.A 
received several Citizen Petitions requesting a change in classification. The docket 
remained open until November 7, 201 1. 

In accordance wdth statute, FDA convened a meeting of the Neurological Devices Pane! (the 
Panel) of the Medical Devices Advisory Committee. On Febniary ! 0, 2012, the Panel 
discussed and made reconimendations regarding the possible reclassification of CES 
devices.'^ The Panel discussion included review of commenls received in response to the 
August 8, 201 1, proposed rale, all e.\isting data to support CES safety and effectiveness, and 
whether the data would be sufficient to develop special controls to support regulation of 
these device,s under Class 11. 


In light of the available scientific evidence, the I’anel recommended 9-4 that the probable 
benefits to health from using C.'ES devices do not outweigh the probable risks for the labeled 
indications of insomnia and depression, and that CES devices should remain as Class III for 
these indications. The Panel also recommended 8-5 that the probable benefits to health from 
using CES devices do not outweigh the probable risks for the labeled indication of anxiety, 
and that they should remain Class 111 for this indication, (Post-traumatic stress disorder 
(PTSD). it should be noted, is a form of anxiety.) In addition, it was the PaneTs consensus 
that the available scientific evidence did not demonstrate a reasonable assurance of 
effectiveness for these same indications in the substance-abuse population, which is 
cuiTently not within the cleared indications for use for these devices, the consideration of 
which had been raised by certain petitioners. 

As .stated above, the Panel's recommendations remain advisory in nature: all final decisions 
on both policy and technical matters are made by FDA. Please be assured that the Agency is 
carefully considering the PancFs recommendation and all public comments received before 
taking next steps with regard to the classification of CES devico.s. 

2. Dr. Shureii testified that CDRH needs more funds because it docs not have the 
ability or expertise to currently make fully informed decisions with regards to the 
various forms of medical devices. If that is accurate, then why is FD.A using its 
“Expert Panels” as a rubber-stamp to approve decisions already reached by 
CDRH, rather than actually seeking the expertise of medical experts in the field? 

An example of this would be the February 10, 2012 Neurological Devices Panel 
Meeting where CDRH employees went into the meeting attempting to seek 
validation for their opinion from the Panel, and celebrated the decision reached by 
the Panel, rather than actually providing the Panel with sufficient information so 
that it could reach an informed decision and provide CDRH xvith guidance. 


The cdinplete package ot'meeiing materials, including a brief sunimaiy of the Februan^ 10. 2012. Pane! 
meeting, is available on FDA's svebsite at 

/rv/iv'/b-o u ,/f/o.gra/,h/i7vor! CoiuniUtci^s/Coriimln<'i-sMcctm^iUati'nals/?^ledkM}Di vi<:cs/McdKulDcvu:csAilvis(> 
rvC icesFalwl/iian2S936 l.lnm. 
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The issues you raise about the February 10, 2012, Neurological Devices Advisory Panel 
meeting have been raised in three Citizen Petitions,'* which FDA is currently reviewing. It 
is. therefore, premature for the Agency to address your specific questions jrrior to 
responding to the Citizen Petitions. Please be assured that the Agency is carefully 
considering tlie Panel's recomniendations and all public comments received before taking 
next steps with regard to the classification of CES devices. 

■At the February 1 5. 20 12, hearing. Dr. Shuren testified that insufficient funding has been at 
the root of, or a contributing factor to, several of the problems identified in the Center for 
Devices and Radiological Health's (CDRH) premarket programs, including very high 
rev iewer and manager turnover at CDRH (almost double that of FDA's drug and biologies 
enters): insufficient training for staff and industry'; extremely high ratios of employees to 
front-line supen'isoi's; insufficient oversight by managers; CDRH's rapidly growing 
workload caused by the increasing complexity of devices and the number of overall 
submissions we review; and insufficient guidance for industry and FDA staff. User fee 
revenues under the Medical Device User Fee Act (MDUFA) will, among other things: 

• help to reduce the ratio of review’ .staff to front-line supervisors in the device 
premarket review program and enhance and supplement FDA's scientific review 
capacity by hiring additional device submission reviewers and leveraging the 
external expertise needed to assist in the review' of device applications; 

• sup|3ort FDA in developing guidance documents, building an improved process for 
tracking guidance development and communicating the priority list of topics for 
guidance development to industry and the public; and 

• result in enhanced accountability, predictability, and transparency for the medical 
device industry through a more structured pre-submission process, earlier 
interactions between FDA and device applicants, and increased communication 
during the review process. 

FDA's advisory committees provide independent expert advice and recommendations to the 
Agency on scientific, technical, and policy matters related to FDA-regulated products. 
Advisory committees enhance FDA'.s ability to protect and promote public health by 
ensuring that FDA has access to .such advice through the public hearing process as provided 
in existing laws and regulations. Although advisory committee.s provide recommendations 


'' See Docket No. FDA-20 1 2-P-0260. "Request that the ("Comniissioner") investigate actions aken by the 
Center for De\'ices and Radiologicai Healtli ("CDRH'') retated to the .August 8, 2011, proposed rule," available 
.at 

htlp://'>v\\'^\n’i{i!hi{hvs.%(iv’il!ikHkaDi‘Uul;da'-fR%2y2BFR''-i.>252BN%252HO^‘ii252HSR:rpp-25:po-0:D t' 
I)A-2()I2~I'-IL’60: Docket No, l'D.A-20!2-P-0270, "Petition Concerning Action.s a.s They Pertain to Conduct of 
The Neurological Review Panel Held February 10, 2012, Regarding tiie Reclassification for the Cranial 
Electrotlierapy .Stimulator," available at 

l!Pp.//\\ wy-. jvpj>liHLu}is.puv/y2d(niwtDiPiiil:(lci~FR'^o222BPR^2ii252BN%222B(kU,252BSR;ipp=2xpo^0:])- f 
n:-i-20l2-P-027!p Docket No. FD.A-2012-P-0493, "Request to Reclassify Cranial filectrolherapy Stimulator 
From Class III to Cla.ss II," available at 

hitp://\\-w\i .t cpi!l(t!Uin^.poyff''khn kiADcrailpkt ~FR"-u222BPR%252BN7 <>25 2BO‘':<252USR ;rpp- 25 pm--' ' 
UA'2lll2'l‘-l!-4i/j. 
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to FDA. FDA makes the final decisions on any matters considered by an advisory 
committee. 

Advisory committees typically are asked to comment on whether adequate data support 
approval, clearance, or licensing of a medical product for marketing. Advisory committees 
also may recommend that FDA request additional studies or suggest changes to a product's 
labeling. Their recommendations are just that — advice — and do not bind FDA to any 
decision. While advisory committee discussions and final votes are very important to tlie 
.figeney. all final reguhttory decisions rest with FDA. 

The primary role of an advisory committee is to provide independent advice that will 
contribute to the quality of the Agency's regulatory decision-making and lend credibility to 
the product review process. In this way, FDA can make sound decisions about new medical 
products and other public health issues. 

3. Mr. Barton and Dr. Slmreit both indicated that there is a need to keep medical 
device jobs in the United States, but based on the CDRlUs actions on and before 
the February 10 Neurological Devices Panel meeting, Electromedical Products 
International, Inc. (FIPI) is taking its manufacturing out of Oklahoma and going 
back to manufacturiug its device in China. Mr. Waxman indicated in his testimony 
that there were merely anecdotal examples of companies leaving, but this is a real 
example of the arbitrary nature of CDRH leading to jobs leaving the United States. 

The issues you raise about the February 10, 2012, Neurological Devices Advi.sory Panel 
meeting have been raised in three Citi/cn Petitions,"’ which FDA is currently reviewing. It 
is, therefore, premature for the .Agency to address your .specific questions prior to 
responding to the Citizen Petitions. Please be assured that tlic Agency is carefully 
considering the Panel’s recommendations and all public comments received before taking 
next steps with regard to the classification of CES dev ices. 

In keeping with its mission, CDRH is rcspotisiblc for protecting and promoting the public 
health. The Center’s goal is to ensure that patients and providers have timely and continued 
access to safe, effective, and high-quality medical devices and safe radiation-emitting 
products. CDRH provido.s consumers, patients, their caregivers, and providers with 
understandable and accessible science-based information about the products that the Center 


See Docket No, FDA-?.(I1 2-i’-()260. ■■Request lltat the (“Commissioner'') investigate actions taken by the 
Ceiiler for Devices and Radiological Health ('■CORtl’') related to ilic August S. 2011, proposed rule.’' available 
at 

/////r./!i \ ‘^(}v/:i:doi kL’lOi.^iaU:Jcr FR'ft,2^2HPR";252BN^‘»25~BO”.,252HSR:r;)j}^- 25.pu - 0. 1) - 1- 

III 2(il2-F-U2l2): Docket No. FDA-2012-t*'02?0. “Petition Concerning .Actions as They Pertain to Conduct of 
1 he Neuroiogteal Review Fane! Held February 10, 2012. Regarding the Rcclassilicatton for the C'ranial 
Electrotherapy Stimulator.'' available at 

a/t/v. .'n il ./vguiVi/toto gfiivv 'nka U’iDc'iau':ilci~l'R/’/i222BBR‘'!,252B2\%252BO'"„232BSR:rj}p-2i:p!r .d, I) /■ 
l>2-2t! ! 2-l‘-li >~li : Docket No, FDA-20 12-P-I14‘)3. "Request to Reclassify Cranial Electrotherapy Stimulator 
From Class 111 lo Cla.ss 11,'' available at 

hap ,',01'ir r / cgtt.kt/.vmv gm li(icki'iDi Uii!:ikr-'FR'P,22i2BPR'F,222BN^-.,2.‘i2BO‘’.F32BSR:r[>p-25:po-il 11 -F 
n.F2ii!2 F-K-ill. 
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oversees. CDRH also facilitates medical devdee innovation by advancing regulatory science, 
providing industry with predictable, consistent, transparent, and efficient regulatory 
pathways, and ensuring consumer confidence in devices marketed in the United States, For 
example, in 201 1 alone, CDRH: 

• Issued guidance clarifying tlie criteria used to make benefit-risk detenniiiations a part 
of device premarket decisions. This will provide greater predictability and 
consistency and apply a more patient-centric approach by considering patients’ 
tolerance for risk in appropriate cases (draft guidance issued August 15. 201 1. and 
final guidance issued on March 27, 2012); 

• Created standard operating procedures for when a reviewer can request additional 
information regarding a premarket submission and identifying at what management 
level the decision must be made. These .steps are intended to provide greater 
predictability, consistency, and the appropriate application of the least-burdensome 
principle by reducing the number of inappropriate infonnation requests (Standard 
Operating Procedures issued November 10, 201 1); 

• Developed a range of updated and new guidances to clarify CDRH requirements for 
predictable, timely, and consistent product review, including device-specific 
guidance in .several areas sucli as mobile applications {draft guidance relea.sed ,luly 
19, 201 1) and artificial pancreas systems (draft guidance released December 1, 

2011 ); 

• Revamped the guidance development process through a new fracking system, 
streamlined processes, and, to the greatest extent possible within available resources, 
core staff to oversee the timely drafting and clearance of documents (December 
2011); 

• Improved communications between FDA and industiy through enhancements to 
interactive review (some enhancements are already in place); 

• Implemented internal business process improvements to ensure that decisions are 
made by the appropriate level of management, that decisions are made consistently 
and efficiently, and that wc appropriately apply the iMst-burdensome principle. For 
example, CDRH created the internal Center Science Council to actively monitor the 
quality and performance of the Center's scientific programs and ensure consi.stency 
and predictability in CDRH scientific decision-making (Center Science Council 
establi.shcd March .1 1, 201 1 ); 

• Created a network of expeits to help the Center resolve complex scientific issues, 
which will ultimately result in more timely review's. This network will be especially 
helpful as FDA confixints new technologies (Standard Operating Procedures issued 
September 30, 201 1 ); and 
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• Instituted a mandatory Reviewer Certification Program for new reviewers {program 
launched September 201 1). 

In 2012. the Center \s priorities are to fully implement a total product life-cycle approach, 
enhance comimuiieation and tran.sparency, strengthen our workforce and workplace, and 
proactively facilitate innovation and address unmet public health needs. " Wc believe that 
these and other ongoing activities at CDRH will further the y\gency's goal to ensure that 
safety and effectiveness and innovation are complementary, mutually supporting aspects of 
CDRH's mission to promote the public health. 

4. Dr. Shureii testified that there is an effort to make CDRH more transparent. If 
tran.sparency is the key then w ouldn’t it make sense to have published criteria for 
what studies will be considered for determining “valid scientific evidence” rather 
than changing the criteria from device to device? For example, CDRH excluded 
many studies in reviewing CES for reasons that were not the basis for exclusion of 
studies when other dcvicc.s were con.sidercd. Shouldn’t the device review process he 
more transparent so that iiiaiiiifacturcrs can assist CDRH in collecting the needed 
data? In 31 years of business EPI has been granted one meeting with CDRH, Why 
is the process so adversarial? Is the adversarial nature of CDRH’s handling of 
manufacturers truly in the patient’s best interests? 

The issue.s you raise about the February 1 0, 2012, Neurological Devices Advisory Panel 
meeting have been raised in three Citizen Petitions,'' which FDA is currently reviewing, li 
is, therefore, iiremature for the Agency to address your specific questions prior to 
responding to the Citizen Petitions. Please be assured that the Agency is carefully 
considering the Panel's recommendations and all public comments received before taking 
next .steps w’ith regard to the classification of CES devices. 

It is the responsibility tif the device manufacturer to ensure that adequate, valid .scientific 
evidence exists, and to furnish such evidence to FD.A to provide reasonable assurance that 
the device is safe and clTective for its intended uses and conditions of use. Although a 
manufacturer may submit any form of evidence to FDA in an attempt to substantiate the 
safety and effectiveness of a device, the Agency relies upon only "valid scientific evidence” 


" CDRH's straiegic priorities for 20 U are described in greater detail on FDA's \veb,site at 

/vyr //osro ./!7o gin/duwnlnad't'AiyomFDAK'eiifcrsOfficex'Ofih^cofMcdk-aiHydclitt i^tnulToimtxo/CDRH/CDRil 
tlAuruuidAl/^stOil/i/C.AIdSS^Ad.pilJ. 

' ■ See Docket No. FD.A-2012-F-0260. "Request that the (■‘Commissioner") investigate actions taken by llie 
Center for Devices and Radiological Health ("CDRH") related to the .August 8, 20 11 , proposed rule," available 
at 

bni>:fAnvwjvpuhdoi!yi;<n/it'doiLf!Di-tiii!.dc!=FR%252BPRn252Bm2ddBO%2d2BSR:ivp=-2S:po^n;D=F 
DA-2I!I2-Pdl26t)', Docket No. FDA-2012-P-0270. "Petition Concerning Actions as They Pertain to Conduct of 
The Neurological Review Panel Held February 10, 2012, Regarding the Reclassification for the Cranial 
Elecirotherapy Stimulator,'' available at 

!]Up:/2\\'\\'\vj'cpu!iinuns.povdFd(Kki‘tDyuu};d<y~fUAh25212PR%2b2BN%222'dO^‘u222BSR:ipp-22:pO'0:D-l 
DA-20L2-P-i)27lK Docket No, FnA-2012-P-04d3. "Request to Reclassify Cranial Elecirotherapy Stimulator 
From Class III to Cla.ss 11," available at 

liii„:/!»'«',vn-puhinuiiypavPi'tiuckciDcmil:dcr FR%232BPn"-o252B^'>i,252liO"..222BSR:rpp-2S:i>,>-d):I)-F 
DA 20l2d’dD9i. 
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to detcmiinc whether there is reasonable assurance that a medical device is safe and 
effective. 


Only after considering the nature of the device and applicable regulations does FDA 
determine w hether the evidence is "valid scientific evidence" tor the puipose of determining 
the safety or effectiveness of a particular device and whether the available evidence, when 
taken as a whole, is adequate to support a determination that there is reasonable assurance 
that the device is safe and effective for its conditions of use. 


According to FDA reguiations. "valid scientific evidence" is defined as: 

[Ejvidence from well-controlled investigations, partially 
controlled studies, studies and objective trials without matched 
controls, vvell-documcnted ca.se histories conducted by 
qualified experts, and reports of significant human experience 
with a marketed device, from which it can fairly and 
responsibly be concluded by qualified experts that there is 
reasonable assurance of the safety and effeclivcncss of a 
device under its conditions of use. 

The evidence required may vary according to the 
characteristics of the dev ice, its conditions of use, the 
existence and adequacy of warnings and other restrictions, and 
the extent of experience with its use. 

Isolated case reports, random experience, reports lacking 
.sufficient details to permit scieniiflc evaluation, and 
unsubstantiated opinions are not regarded as valid scientific 
evidence to show safety or effectiveness.'^ 

Since 2010, when CDRH issued the preliminary reports from the .“ilOlk) Working Group 
and the Task Force on the Utilization of Science in Regulatory Decision Making, the Center 
lias been taking concrete steps toward creating a culture change toward greater transparency, 
interaction, collaboration, and the appropriate balancing of benefit.s and risks. This culture 
change is occurring by means of: 

• Better engagement with industry; 

• Greater use of external experts: 

• Implementing flexible, risk-based policies that appropriately balance benefits and 
risks and apply a more patient-centric approach; 


See 21 CFR Sec. 860. 7(c)(2). "Medical Device Classification Procedures: Determination of Safety and 
Effectiveness,” available at 

^^nv/sti-ii}l^AyJyh-x'f(locs/t-fcfr:'CFRSeiiych.dm?FK- H60 ”. 
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• Establishing new ways of doing business that add value; and 
» Setting clear expectations for CDRH staff. 

By engaging more collaboratively with industiy, patients, and outside experts, better 
explaining our thinking and decision-making, establishing tiie right balance between benefits 
and risks, setting the right expectations, and creating new internal processes and pathways 
that get safe and effective devices to market more quickly and efficiently, we will create a 
move open, interactive, and llexible culture at CDRH. 

5. A CDRH epidemiologist was caught misleading the Nciirologica! Devices Panel 
during their February 10, 2012 meeting by stating that cranial electrotherapy 
stimulation (CES) devices under review could cause seizures, and CDRH has been 
incorrectly labeling CES w ith the “potential risk" of seizures for decades in the 
public domain. When questioned hy the Panel, the CDRH epidemiologist, Lauren 
Min, Ph.D., disclosed that the only evidence of seizures CDRH had found were 
from an old study (1991) using a device that was not ever in commercial 
distribution and occurred wliea two people in tlie study had seizures during a drug 
washout period before the device was used on tlie patients. Epidemiologists should 
recognize that the device must actually be used before it can be blamed for side 
effects. What arc you doing to make sure that devices receive fair and impartial 
treatment from CDRH employees and the Panels enlisted by CDRH to help justify 
CDRH’s eonclusion.s? 

The issues you raise about the February 10, 2012, Neurological Devices Advisory Panel 
meeting have been raised in three Citizen Petitions,''* w'hich FDA is cun'cntly reviewing. It 
is. therefore, premature for the Agency to address your specific questions prior to 
responding to the Citizen Petitions. I'icasc be a.ssured that the Agency is carefully 
considering the Panel's recommendations and all public comments received before taking 
next steps with regard to the classification of CES devices. 

By way of background, FDA regulates medical devices and categorizes them into one of 
three classes (I, II or III) based on their level of risk, Cla.s.s 1 devices are generally 
considered to be lower risk and are usually exempt from premarkel review. Class II devices 
typically require FDA clearance of an application, rcfcired to as a premarket notification 
(.5 l()(k)), which requires a showing of substantial equivalence to a legally marketed device 


See Docket No. FD.A-2012-P-0260, "Request tlial the {"Commissioner") investigate actions taken by the 
Center for Devices and Radiological Health ("CDRH") related to the August 8. 2011 proposed rule.” available 
at 

h!!p://n uTv, rnpi!an'onsppnVh'Uk}diCilk‘tail;ik-i^FR%25?BFR%252l)\-%252BO%252BSR;ipp ■•■25;p(i-0:D-d-' 
DA -2(11 2- P-0260: Docket No. FDA-20 12-P-0270, “Petition Concerning Actions as They Pertain to Conduct of 
The Neurological Revie\\' Panel Held February' 10, 2012. Regarding the Reclassification for the Cranial 
Eieetrkitlicrapy Stimulator.” available at 

hup:/nvwsv,npuUuto>ir..puy/n:(hK:kci[mai}.tla--rid^t,252BPR^‘P252BN%252BOP.252BSRppp--25p>o^Dl:D---F 
DA 20 ! 2-P-ii270\ Docket No, FD.A-20I2-P-0493, "Request to Reclassify Cranial Flectrotherapy Stimulator 
From Class 111 to Class 11.” available at 

h!^p:f/^v^v^VJ\ptdalhns.^<^Di<^(kK:kctDi:uPP(ia-^FR^DD528PIP!'o2^2BNd.252B(Dd52BSR:rpp■25;po■■D):D--■F 

DA-2012-P-0P-Ji. 
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and is usually reserved for moderate and low-risk devices that exceed the criteria for 
exemption. Class 111 devices, which tend to be higher risk and/or tirst-of-a-kind devices, 
require FDA approval in the fonii of a premarket approval (PM A) apitlication. 

When Congress enacted the classification and premarket notification/review provisions of 
the Medical Device Amendments of 1976 (MDA) (P.L. 94-295), it included provisions to 
address devices already marketed. FD.A was to classify approximately 1 ,700 known, 
marketed devices into one of the three classes described above. Approximately 140 of these 
fell into C’lass 111. FDA was to regulate these "pre-amendment" Class 111 device types, and 
newly marketed devices that were "siibstantially equivalent" to them, through the 510(k) 
program, until it had followed the procedures outlined in the law and either reclassified each 
device type into Class I or 11, or sustained the classification in Class 111 and required PM A 
applications, in some instances, FDA may allow approval through completion of a PDP. 

The process for addressing the appropriate regulation for the remaining pre-amendments 
class 111 device types for which there has not been a call for PMAs is described in section 
515{i)(2) of the FD&C Act. CES devices are one of the remaining 22 device types that 
remain in this transitional state. 

6. Currently the Department of Defense and National Institutes of Health are 
investing inillions of dollars in research on CES devices. Before the DOD will 
complete research on a device it has to have seen effectiveness in using the device. 
Evidence of these studies was provided to CDRH and the Neurological Devices 
Panel, yet it lias been completely ignored. Should CDRH consider enlisting the 
support and knowledge gained by other governmental entities in its review of 
devices? 

The issues you raise about the February 10. 2012, Neurological Devices Advisory Panel 
meeting have been raised in three Citizen Petitions,'' which FDA is currently review'ing. It 
is. therefore, premature for the Agency to address your specific questions prior to 
responding to the Citizen Petitions. Please be assured that the Agency is carefully 
considering the Panel's recommendations and all juiblic comments received before taking 
next steps with regard to the classification of CES devices. 


See Docket No. FDA-20 12-P-0260. "Request that the ('‘Commissioner'') investigate actions taken by the 
Center for Devices and Radiological Health C'CDRH") related to the August 8, 201 1, proposed nile,’' available 
at 

hnn://wnn.rr^,iliiii,,ns.!4oi/’i!dackciDi-iail:.k!-fR%252in’R%:52!i:si%2S7nO"i2}2BSIt:ri>p^2}-pi:-0:I>’l- 
DA-2n!2-P-l>16l): Docket No. FD,-\-20l2-P-0270, "Petition Concerning Actions as They Pertain to Conduct of 
riie Neurological Review Panel Held Febmary 10, 2012, Regarding the Reclassification for the Cranial 
Flectroilterapv Stntmlalor.'’ available at 

liii!):2ivn >v iv«iilui!un^ ;im/A:duckcfDetoil:ikl^FR%2S2BPR%252BN'‘.,252RO''«252HSIi:irip-^25:fm-2l;D'’l^ 

f)A-2l!l2-P-(l27ll- Docket No. FD.A-2012-P-0493. "Requesi to Reclassify Cranial Electrotherapy Stimulator 
From Class III to Cla.ss II," available at 

/tfbt; '/ti \n'‘ j\\L',!pan(j/:'<.‘^<>y/P.'cf<KkiADeiaii:iici'-FR'^v2 5 2BPR%2 52B. kP '!:/2 a 2 h'< P' /i2 5 2 BAR 25;po'-A):!7~ F 
I)A^2ili2-A-’-(i4V3. 
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As part of CDRH's 2012 strategic priority to proactively facilitate innovation and address 
unmet public health needs, the Center has committed to work with our federal government 
partners and external ctnistituencies to facilitate the development of innovative, safe and 
effective medical devices, CDRH further plans to work collaboratively w'ilh our federal 
goveniment partners and external con.stitueneies to ensure the appropriate regulatory 
oversight of therapeutics and diagnostics when their safety and effectiveness are intimately 
tied to one another, and to advance medical device regulatory science. Additional 
information about CDRH’s 2012 strategic priorities is available on FDA’s website at 
hi About FDA/CcutcrsOffices-/Off!ce()jMcdicall’rodiiLisiiuilT(ih(iL'L<)/C!)Rli/ 

CDRIiVisitirwinlMFsiiiuAicindFSTAi.htm. 


1. Since the 2002 effective date of device User Fee authori/ation has the CDRH/FDA 
undertaken any effort to seek payer evaluation of the benefit of User Fee payments 
for Pi\14s, 510(k)s, registration, or Section 513(g) inquiries? How do yon measure 
pay er satisfaction with the User Fee program? 

FDA receives feedback from user fee paj'ers regarding the benefits of, and payer satisfaction 
with, the K4DUFA program by means of quarterly meetings with industry representatives, 
public meetings and worksliops, and FDA-initiated industry .sun eys. 

When MDUFA vva.s reauthorized in 2007, FDA committed to report quarterly its progress 
toward meeting the quantitative medical device user fee goals; in addition, in an effort to 
enhance accountability and transparency, the Agency agreed to meet with representatives of 
industry informally to discuss issues related to MDUFA perfomiance and expenditures and 
provide a qualitative update on htnv user fee funding is being used for file device review 
process, including investments in infomiation technology and training.’*' The agendas for 
these meetings, as well as copies of the detailed infomiation presented at each of these 
meetings, are available on FDA’s websile at 

http: //'WWW. fda.gm'/X'IfdicalDt'vicc.'^/DeviceRegtdulioinindCiuidunccr'Ch'en'iew’/h'lL'dicat Devi 
ceUserp'eeandMiHlenu'zuliotiAclMDLiFklA/uan 1(19/ lO.him, 

In September 2010, FDA held a meeting to solicit public input on the medical device user 
fee program. This public workshop was attended by a wide variety of stakeholders, 
inchidiiig uidLislry payers of u.ser fees. Stakeholders provided their assessment of the overall 
perfomiance of the MDUFA program and their opinions about which aspects of the progiaiii 
should be retained, changed, or discontinued in order to further strengthen and improve the 
program. The agenda, webinar and video presentations, and transcript from that meeting 
(including access to the archived meeting webcast) is available on FDA’s website at 
InipvFwww.fda.goy/.UedicalDevices/NewsEvents/t-Vork.sho/j.vCoiifcreiice.v/iiciii/ IS25l).liliiinc 


*" See Enclosure to Letter from Mitliael O. Leavitt, Secretary of Health and Human Senices, to Sen. Edward 
M, Kennedy, C'hatrnian. United States Senate, Committee on Health, Educalion, Labor and Pensions, dated 
Sept, 27, 2007. ■■MUl.T'A Perfomiance Goafs and Procedures" (p. 3, Section (l)(J). Onaiterly Performance 
Reports), available at 

hujvWw.vw.jdii gy'd/wv. nIo(uis/Aleilk:<i(Dcviccs/DeviceR(:guianoiunnHjt!iiltim'WOvviyiev.,AvkdiciilDevu cl/‘W!' 
Fc(,mdM„dvii:iuuviuAaMDUrM.irV(:MI(iyW2 pdf. 
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omnivin. In addition to the public meeting, FDA issued a notice in the Federal Register' 
requesting written comments from interested persons on the medical device user fee 
progratn. Twenty-seven written comments were submitted by members of the public in 
response tr) that notice, including a number of written submissions from user fee payers. 

In March 2012, FDA held a second public workshop on the medical device user fee 
program, which included presentations by representatives of regulated industry. Copies of 
the agenda and presentations from that meeting, along with a meeting transcript, are 
available on FDA's website at 

hlip:/i''<',‘\v»JiliLg(!viMcilicalDevices/NeKsE\’e!Us/WorkshopsCoiift-‘rencc'Siiicni292fi60.litin\ 
written comments reeeivetl from the public, including those received from MDUFA payei's, 
are likewise available at 

liltj):/Mw\\\ft!ti.gi>y/.\4e(Ucul!)criccs/NcivsEverils/WorksitopsCotilcrcnccs/ucni3(l0782.iwu. 

in addition to holding quarterly meetings with industry to report and receive feedback on the 
Agency’s progress in achieviitg the goals under the device user fee program, and holding 
periodic public meetings soliciting input on that program, CDRIl has sent out ■•Premarket 
Industry Perception .Surveys" to members of the device industry in order to obtain feedback 
on the medical device review process. The responses to these surveys have been used to 
Itelp gauge those areas of the device review program that are working well and to identify 
those areas that are in need of improvement. The questions presented in these surveys have 
addressed areas including the timeliness of application review, review staff professionalism, 
reviewer knowledge, consistency of the review proces.s, the utility of review -related CDRH 
websites, the usefulness of guidance for industry and FDA staff, new and emerging 
technologies, the conduct of review-related meetings, and device reviewer interaction, and 
helpfulness, 

Valuable injtut from repre.sentatives of device user fee payers Wiis also received via 3.5 
meetings that were held with industry betvveen January 201 1 and February 2012 to discuss 
recommendations for the reauthorization of the MDUFA program. The minutes of those 
meetings arc available on the FDA website at 

http:// WWW. !(ta.poY/k'letli(:ii!Dcviccs/'OcyiceRe;^ilulii>mm(l(iuiiltincc/Oren'iew/M('(iicalDi‘vi 
ceUserl'ei’an(IMocU'niizatioiiAclMDUI'MA/uan2i6902.him. 

8. What is the actual time it takes to process an individua! registration submission and 
the cost to the CDRH? What is the annual allocation of CDRH personnel for this 
registration function and the annual income to the FDA? 

In 201 1, CDRH’s Office of Compliance (OC) processed $35,2 million dollars in fees 
associated with the registration of medical device facilities. The amount of time necessary 


' ' FDA, “Medical Device U.ser Fee Act; Public Meeting; Request for Comments,'' IS Fed. Reg, 49,502 (Aug. 
1 ,3. 2010). available al lwj!:/'Svw\y}\';pih!iion\.'^(n/‘S'thLumi--niDctoipD-EDA-2(P0-AZ03<'>9-(H}0J: FDA, 
“Medical Device User Fees; Public Meeting; E.xtension ofComment Period." 75 Fed. Reg. 63845 (Oct, 18. 
2010). available at iU!p:7S\ w\v.reguIciSii}n:i.goe/d'doe.ti‘nenfDe!aii;D -FDA~2(ltO-E-l)Sk9.-(dlOS. 

See Docket No. FD.A-2010-.N-0389. available al 

hiep. '■e we.\rigele/!i.‘)L', g(/vre!ihckeiOerad:ilet=SR%2S2BF.S:rpp=2S:pu~'0:D .FUA-20!(RN-0SFJ. 
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to process an individual registration application may vary, based on the ajjplication's 
completeness and level of detail. FDA does not have data peitaining to the actual time .spent 
on, or cost associated with, the medical device registration function. However, the revenue 
collected from the registration of medical device manufacturing facilities was intended to 
stabilize the amount of fec.s collected under the medical device user fee program from year 
to year. 

9. Has the CDRH/FDA thought about limiting User Fees for the next 5 years only to 
the wealthiest of device manufacturers, as has been applied to the major 
pharmaceutical manufacturers, and relieve other manufacturers of these fees for 
510(k)s, PMAs and registration as w ell as 513(g) inquiries? If not, w hy not? 

.MDUF.A Ill'“ represents a commitment betw-'een the U.S, medical device industry and FD.A 
to increase the efficiency of regulatory processes in order to reduce the time it takes to bring 
safe and effective medical devices to the U.S, market. It is tire result of more than a year of 
public input, discussions with industry representatives, and consultations with patient and 
consumer representatives. Under .MDUFA 111, FDA is authorized to collect user fees that 
will total approximately $595 million (plus adjustments for inflation) over five years (FY 
2013-2017), In exchange, FDA has committed to meet certain performance goals outlined 
in the Secretary of Health and Human Service's letter to Congre,ss,"" 

FDA and representatives from the medical device industry reached an agreement on the 
proposed recommendations for MDUFA 111, striking a careful balance between what 
industry agreed to pay and what FDA can accomplish rvitli tlie amount of funding proposed. 
The actual structure of the user fee program was, therefore, detennined in consultation with 
representatives of the medical device industry."' During the course of those meetings, the 
device industry participants did not propose a fee structure such as the one described in this 
question. 

However, MDUFA 111 provides that small businesses may qualify for a fee waiver or for a 
reduced fee on certain device-related submi.s,sions,'" Specifically, a medical device 


The Foiid and Druu AdiTsinisiradon Sai'eiy and hinovalioii Act (FDASIA) (Public Law 1 12-144) includc.s the 
Medical Device Uncr Fee Amendments of 2012, or "MDUFA III." MDUFA Hi will take effect on October 1. 
2012. and will siin.ser in five years on October 1. 2017. More information about MDUIFA III is available at 

\ .lilii.^ov^'[i(.'gidiitorr!nforn}aiio}p%i:<^is}ation/Fv(iera!!-'()odDn(^(m(K!<fsnn:UcAi:lFDCAvi/Signiik.'an( 

See "MDUFA Performance Goals and Procedures" {April 18, 2012), available at 

The agendas for these meeiings. and the detailed information presented at each of these meetings, is 
civaiiable on FDA's website at 

' up 'I H 1 ,\^u g. 1 Mcilu ii t( (’.s/f)i>\iCLdieg}diiiiancnHfOniiitnK\dOr(:Tric\i/Mc<liailDuvi(\:Us(.'rFiU:iiiu!Ffod 
t n of' ; LiU/T fMl lu ni 

‘ Detailed mlormation regarding qualifying as a "small business" for purposes ofFDA's medical device user 
fee program is available in lDRH's "Guidance for Industry- and Food and Drug .Administration Stall and 
l-oieign (TO\ crnmenls: FY 2U13 Medical Device User Fee Small Business Qualification and Certification" 

(Aug. 2. 2012). available at 

(da.g(u-/dou'nhHtds/Mudicallh’\-icx‘s/De\ii:idUgui{ilhiHUklG{tuknn\’fOvur\'ivu-/yi!)FFA!]F’VC.\13 1 

V>,// 
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company may qualify as a “smail business” entitled to reduced device-related submission 
fees under MDUFA if it reported $100,000,000 or less in gross receipts or sales for a taxable 
>'cai”’ in its niosl recent federal income tax return- If a fimi has gross receipts under $30 
million, it may qualify ibr a waiver of the firm's first PMA application. Small businesses 
make up a large proportion of the device industry, and the discounts and waivers for small 
entities under MDUFA lielp to reduce the financial impact of user fees on Shis critical sector 
of the device industrv', which plays an important role in fostering innovation. 


Iiifonnatiou regtirding MDUFA fees for FY 2013"'* appears below: 


Medical Device Fees for FY 

2013 


il i\|)< 

,S!dliil;,ul 1V( 

Fmall Bushiess F'l-c 

Annual fee for periodic reportniu on a C.lass III device 

S8A80 

S2,170 ; 

Annual esiablishincnr rc.ejsirauon tee 

82.575 

82. ''75 

.Vpiiiiciitimi Fee Type 

''l.liul..lli 1 c. 

Smalt EHSiatssi’i® 

Preniarket apphcaiion 

y34S,(l()0 

$63,000 

Preinarkei report 

8348,000 

S62.000 

FfficEicy supolenieiu 

8248 000 

SO? 000 

Panel-track supplement 

$1S6.000 

S46.500 

180-day supplement 

iUDOO 

$9,300 

Real-tune suppiement 

817.300 

S4.340 i 

510(k) premarket notification submission 

■84,960 

$3,480 S 

30-day notice 

S3.%8 

$1,984 1 

513(g) request for classification infonnatian 

$3,348 



MDUFA user fees are substantially lower than fees assessed under the Prescription Drug 
User Fee Act (PDUFA). Information regarding PDI.II'A fees for FY 2()13"’ appears below: 


PDUF.Y Fee Schedule for FY 2013 

Anaua! Fee Category 

Snmthird t ec 

.Siiuili FJiisiiiess Fee 

Products 

$98,380 

^2A 

Fstablishmcnts 

$526, -$00 

N/A 

.VppUcanoii Fee Criicgors 

1 .. !i.n. 

SiBiaSi ISHsipess Fee 

'i.ng Clinical Data 

i $1,958,800 

N/A 

.Applications Noi Requiring Clinical Data 

i $979,400 

N/A 

Supp.!emeuts Requiring C.linicai Data 

N" $9^9,400 

AM 


10, Has the CDRH identified the average aniouiif of personnel resource,? applied to 
review of each 5i()(k) submission and PMA application during each prior fiscal 


’ IncUiding rt’ceinSs of'ail oflhe entity's afllliates. 

' 1, li'riuii'on iugaiding vinnuiil MDUFA user fee rates is published in the / eilnal Pt ^ > vv -ut c' 'tit. U ^ 

,i>\ Mv'J k !i Dc\ ice I SC! Fee Rales for Fiscal Year 2013'' (Docke' No 1 D \ 2(!!2 "'A 

P . 'i 20'.21 d\ Qt hup://\\nny.^pa.gov/fihv:</pIigyFK PUP-li" i ‘i t / / $ .-t l 

} M u>'il lit), '.'.i rii.'t, nuation le^arding PDUFA user fee rales for FY 2013 see 1- D \ Pk-^c pi,- iha 1 
Uk RaFs loi 1 isorti 3cai :iU V' (Docket No. FDA-20 12-N-0007), 77 F«/ {RiN ' J Ui 

I'ci.f'c i’ , \\Pt-.'i’‘ti.^,sier.goy/(ir/kles/2Pl2/0$/0I/20I2-lS'j-pi\^>iri ,i p i ^ - 
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year of User Fees? If yes, how has the average uunierator/denoininator data 
compared for each year? 


CDRH collects data pertaining to full-time equivalent position (FTE) resources through the 
Center Time Rqiorting System (CTRS), Employees' lime is collected on a quarterly basis; 
die CTRS is intended to capture time spent on many of the Center's core functions, 
including premarket notification (310(k)) and PMA application review. CTRS data for FY 
2003-201 1 for 5! 0{k) and PM/\ application review appears below: 


510(k) Submission Processing: CDRM CPKR KrF Resoiircos 


2003 

2004 

20U5 

2006 

2007 

.008 2000 

Z(m ' 2((!i 

CDRH - 5H)(k) Review FTEs 

166 

166 

179 

248 

277 

277 i 291 

332 ! .337 

CBER - 5i{){k) Review FTEs 

6.! 

8.3 

9.2 

13.0 

n.5 

11.0 i 10,6 

13.9 i 11.0 


PM, 4 ,4p|>Uc!Uion Processing: CDRH & CBER FTE Resources 

i 

2003 

2004 

2flfl.S 

2006 

2007 

2008 

2000 

2010 

.’oi 1 

CDRH - PAEVRcoiew I'lEs 

133 

133 

120 

251 

361 

264 

260 

2S9 

309 

CBER - PM.-\ Review FTEs 

5.5 

4.0 

5,8 

9.5 

3.4 

3.6 

3.5 

5.2 

7.0 

CBER - BL..\ Review FTEs 

TS.O 

23.2 

30.3 

41.3 

50.2 

39.9 

42. i 

46.3 

41,4 


NOTE: In FY 2()0f), C.DRH modified its time reporting categories to better account for effort 
on training, guidance document and standanis development, and outreach initiatives. Prior 
to FY 2006, mo.s't of these areas had been considered part of the ivIDUFA process. Tliis 
change allowed CDRH to better distinguish between premarket and post-market efforts.'” 

CDRH 5 1 0(k) FTE values i'or FY 2006 to 201 1 contain the proportional share of support 
activitie.s associated wdth the review proces.s; CDRH PMA FTE value.s for FY 2006 to 2010 
contain the proiiortional share of support activities associated witlt the review process. 


The preceding tables show an increase in the number of FTEs applied to the review of 
5 1 Oik) and PMA submissions during the user fee program. This was an intended result of 
the program. When the Medical Device User Fee and Modernisation Act (MDUFMA) was 
first enacted in October 2002, it was widely recognized that the process for the review of 
device applications was significantly undcr-ftinded, and that the costs of the review- process 
(and unit costs) would increase each year over tlie five years of MDUFMA as more adequate 
levels of resources were provided for the conduct of device application reviews. As 


See l'\ 2009 MDUl-'MA Financial Report to Congress (July 2010), at p, E-3, available at 

> ' 0vu^0^vnfhHnfs/F<nilHl^fs^ly/Us^■’rJ'ec^^/^'^e^iicc^lDcviceUsc■rFecanlI^^(H!er!ll:.a!i(>nAc(.■^JC^^22 1 f 
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additional resources were applied, FDA achieved significant improvements in the timeliness 
of its reviews, first with 5 1 0(k) submissions — which became subject to the 9()-day 
MDUFMA decision goal for submis.sions received in FY 2005 and subsequently with 
PM A applications, w'hich became subject to the 180-day MDIJFM.A decision goal for 
submissions tiled in Fh' 2007 (see charts). 

1 ' 

510(k) MDUFA Decisions* 



D- 

60 % -L- 


2003 2004 2005 2006 2007 2008 *’ 2000 " 2010 " 

Fiscal Year (Receipt Cohort) 


PMA and. Panel-Track Supplement 
(Non-Expedited) MDUFA Decisions* 


100 % ■ 
v> 

» 90 % - 



2003 2004 2005 2006 2007 2008 2009 " 2010 " 


Fiscal Year (Filing Cohort) 
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"Ig’rtbnnnnce data arc lor CDRH only. For corjsisiency. PMA pcrfonnance 
calculations arc bused on iVlOUt'A ii ciiteria for all cohoils. 
rh.e<c ctdioris are still open as of February 2S. 2012. 7 he range in pcrccnuieos 
siiow s \\ t.>rs!-bcst ease possibilities. 

During VIDl.T'A 11. the performance goals became more challenging witJ) the 
addition of a second tier of decision goals and other heightened eominitrncnts. In 
addition, tlic numbers of incoming 510(k) and PMA submissions hav e increased 
since tlie last year of MDUFMA (see table). These factors have eoiitribuled to the 
need to apply increased numbers of FD'Es to Ihe review of 5 l{)(k) and PMA 
submissions, as has the cvmlinuing increase in the complexity of medical device 
technology, and other challenges. 


Cninpnrison o( Submissions Received or FiJed in FY 2007 and ¥\ 2011: CDRII : 

! Submission 7\pe ^ 

1 FY 2007 

, lA^Oil 

1 % Clianae 1 

i 510(k)s 

j .7.650 

' yJ 1 ( 

: -v 5 'v;, 

1 FMAsand Panel- 1 rack Supplements (iion-expedited) 

1 37 

44 

i - J 9 

! IbMAs and Panel- 1 rack Supplements (expedited) 

1 T 

7 

. ■'i250 % 

! 180-Dav PMA Supplements 

i 140 j 

145 

L 

: Real I'inie IbVl A Supplements 

265 ! 

245 

i ' S H. 

i 30-Da.v Notices and i35-Dav PM A Supplements 

574 ”1 

1.569 

- 173% 

! All Other PM A Supplements 

!S4 

305 i 

1 (g> 9,', 
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Tlic Honorable Marsha Blackburn 


1, On November 10, 201 1, CMS issued a final rule that revised the definition of 
durable medical equipment (“DMF,”) to add a three-year minimum lifetime 
requirement (“MLR”) which products must satisfy in order to be eligible for 
reimbursement under the Medicare DME benefit category. See 76 Fed. Reg. 70228 
(Nov. 10, 201 1). On October 14, 201 1, 10 House colleagues and I sent a letter to 
Secretary Sebelius expressing our serious concerns that the proposed rule would 
stifle innovation and hinder patient access to critical treatments. 1 have yet to 
receive a response to our letter. On December 9, 201 1, 1 joined three House 
colleagues in sending a follow-up letter to Secretary Sebelius to reiterate our 
concerns regarding the final rule and ainiounee the possibility of introducing 
legislation to directly address these concerns. To date, we have yet to receive a 
response from the Administration. When can we expect to receive a response to 
our letters? 

FDA docs not liave juri.sdiction or control over correspondence pertaining to rulemaking by 
the Centers for Medicare and Medicaid Services (CMS), 

2. On November 10, 2011, CMS issued a final rule that revised the definition of 
durable medical equipment (“DMF.”) to add a three-year minimum lifetime 
requirement (“MLR”) which products must satisfy in order to be eligible for 
reimbursement under THE Medicare DME category. See 76 Fed. Reg. 70228 (Nov. 
10, 2011). The final rule stated that the MLR would only be applied prospectively 
to new ly-approved D.ME products after January 1, 2012. The final rule also stated 
that, “To the extent that a modified product is not a new product (including an item 
that lias been upgraded), the 3-year VILR rule will not be applicable.” The final 
rule did not, however, provide any detail regarding the extent of changes that could 
be made to an existing DME product before such a “modified” or “upgraded” 
product would no longer be considered “new.” CMS has indicated that it will be 
issuing additional guidance to provide further clarification on the grandfathering 
provision. 

a. How docs CMS intend to define the scope of this guidance (i.e., identify the 
extent of changes that may be made to existing DME items so that they are 
still reimbursed under the DME benefit even though they may not satisfy 
the MLR), so that CMS does not discourage innovation of existing DME 
items? 

b. When does CMS plan to issue such guidance? 

In keeping wilh FDA's mission. CDRH is responsible for assuring the safety and 
effectiveness of a broad array of medical devices and is committed to fostering innovation in 
device development, assessment, and manufacturing, and to providing the public with 
accurate, science-based infonnation about the products that the Agency oversees. However, 
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FDA docs not have jurisdiction over the content or liming ofguiciance issued, or planned to 
be issued, by CMS. 


O 



